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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



In re Application of: § 
Nicholas Bachynsky § 
Woodie Roy § 

§ Group Art Unit: Unknown 
Serial No.: 09/744622 (PCT/US99/1 6940) § 

§ Examiner: Unassigned 
Filed: January 26, 2001 § 

§ Atty. Docket: P01615US1 / 09805783 
For: CHEMICALLY INDUCED § (U.S. Nat'L Phase) 

INTRACELLULAR HYPERTHERML4 § 



Assistant Commissioner for Patents 
BOX PCT 

Washington, DC 20231 
ATTN: PCT Legal Office 

RENEWED PETITION UNDER 37 C.F.R. 1.47(B) 

Dear Sir: 

This Renewed Petition Under 37 C.F.R. § 1.47(b), is filed in response to a Decision on 
Petition dated 05 September 2002, for the above-referenced application, which dismissed the 
applicants Renewed Petition filed on 07 May 02, without prejudice. This Renewed Petition 
addresses issues raised by the PTO in the dismissal to the extent they were not addressed earlier. 
Applicants were given two months to file this Renewed Petition, subject to extensions under 37 
C.F.R. § 1.136(a). The filing of this Renewed Petition Under 37 C.F.R. § 1.47(b), is timely 
because it is being filed prior to 05 December 2002, and within a one-month request for 
extension of time. 

BACKGROUND OF PTO PROCEEDINGS 

1. On 27 July 1999, applicants filed international appUcation PCT/US99/1690, 
which claimed a priority date of 27 July 1998, based on a previously-filed provisional 
application. A copy of the intemational application was communicated to the United States 
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Patent and Trademark Office from the International Bureau on 10 February 2000. A Demand for 
international preliminary examination, in which the United States was elected, was filed on 23 
February 2000. 

2. On 26 January 2001, applicants filed a transmittal letter for entry into the national 
state in the United States. However, the applicant did not file an oath or declaration under 35 
U.S.C.§ 371(c)(4) because the inventors refused to sign one. 

3. On 05 March 2001, the United States Designated/Elected Office mailed 
applicants a "Notification of Missing Requirements Under 35 U.S.C. § 371 in the United States 
Designated/Elected Office" indicating that an oath or declaration in compliance with 37 C.F.R.§ 
1.497(a) and (b) was required. 

4. On 05 September 2001, applicants filed a Petition Under 37 C.F.R. § 1.47, and a 
declaration executed by the assignee on behalf of the non-signing inventors. 

5. On 08 November 2001, the United States Patent and Trademark Office ("PTO") 
mailed a Decision Refusing Status Under 37 C.F.R. § 1.47, and dismissed the petition without 
prejudice. 

6. On 07 May 2002, the applicants filed a Renewed Petition Under 37 CFR 1.47(B), 
along with supporting declarations and documents. 

7. On 05 September 2002, the PTO dismissed the Renewed Petition without 
prejudice. 

DEFICIENCIES NOTED IN 05 SEPTEMBER 02 DECISION 

hi its Decision of 05 September 2002, the PTO stated that the petition filed on 07 May 
2002, was deficient for the following reasons: 



• Proof of Unavailability or Refusal - Although the PTO found that applicant has 
shown that a bona fide attempt was made to present the application papers, 
including the specification, claims and drawings to Nicholas Bachynsky and 
Woodie Ray, it is unclear from the accompanying declaration whether the 
declarant G. Wayne Choate is basing his conclusion that the inventors refiised the 
declarations on the actions of the missing inventors or if Mr. Choate is basing his 
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conclusions on conversations he had with the missing inventors or their counsel. 
The PTO noted that whenever the nonsigning inventor gives a reason for refusing 
to sign the application oath or declaration that reason should be stated in the 
petition. (Decision, p. 3) 

• Proof of Proprietary Interest - Petitioner has not demonstrated that applicant 
has proprietary interest in the invention. Petitioner has provided an Assignment 
executed by Nicholas Bachynsky and Woodie Ray. As stated in the previous 
petition, the assignments of the "invention" were to Texas Pharmaceutical, Inc., 
show sufficient proprietary interest, however, those assignments are not 
acceptable to establish ownership and file the application under 37 CFR 1.47(b). 
The assignments do not identify the instant application by application number. 
(Decision, p. 4) 

Applicants have corrected the deficiencies noted above, to the extent they were not 
satisfied in the earUer petitions, through the accompanying Supplemental Declaration by G. 
Wayne Choate, attached as Exhibit 1, and attached documents. 

STATEMENT OF FACTS 

Petitioner's showings are summarized in the following Statement of Facts: 

Proof of Unavailability or Refusal: 

1. Mr. Chaote declared under oath that he has first hand knowledge that complete copies of 
the application papers have been sent to the last known addresses of the nonsigning inventors 
and to what he imderstood to be their coimsel. (Ex. 1, p. 9). 

2. On May 1, 2001, he personally mailed to each inventor (Dr. Bachynsky and Ms. Roy), by 
U.S. Certified Mail, Return Receipt Requested, a separate letter enclosing a copy of the 
declaration to be signed for this patent application. The letter requested each inventor to execute 
the declarations in accordance with the assignment executed by such inventor, wherein each 
agreed to execute all declarations or other papers that are deemed necessary by Texas 
Pharmaceuticals, Inc. for filing and prosecuting patent appHcations (Assignments in Exhibits Al 
and Bl to Exhibit 1). The letters were sent to the last known address of the inventors, being the 
same address to which a letter was sent on April 23, 2001, to Woodie E. Roy as a shareholder in 
Texas Pharmaceuticals, Inc. and was accepted by signature of Nicholas Bachynsky. That letter 
of April 23, 2001, confirmed that "future mailings ... will be furnished to you at the address 
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above shown until notice of change of address is furnished to the Corporation in accordance with 
the bylaws of the Corporation." Copies of these letters, including the return receipts reflecting 
delivery and receipt of each letter, are attached at Exhibit C to Exhibit 1. Mr. Choate's letter of 
May 1, 2001, provides that "[I]f the signed Declaration for Patent Assignment is not received in 
my office on or before May 14, 2001, I will assume that you have declined to execute this 
document." Mr. Choate received nothing in return except the retum receipt for each letter and 
was not contacted by either Woodie E. Roy or Nicholas Bachynsky. (Ex. 1, pp. 9-10). 

3. Mr. Choate did not anticipate that either inventor would provide any cooperation or 
would sign the Declaration for Patent Assignment because Texas Pharmaceuticals, Inc., acting 
through its President, had previously filed eviction proceedings against the inventors and had 
successfully evicted them from a dwelling owned by the President. (Ex. 1, p. 10). 

4. Thereafter, on August 30, 2001, Mr. Choate received a letter from Harris K. Solomon, as 
attorney for Nicholas Bachynsky and Woodie Roy, which threatened litigation unless Texas 
Pharmaceuticals, Inc. voluntarily re-conveyed the subject matter of the assignments to the 
inventors. On April 29, 2002, Mr. Choate personally sent a letter by certified mail, return receipt 
requested, to Harris K. Solomon, as attorney for Nicholas Bachynsky and Woodie Roy, with 
copies of that letter sent to Nicholas Bachynsky and to Woodie Roy, by certified mail, retum 
receipt requested. Complete copies of the present patent application (specification, claims, 
drawings and declaration), a copy of the declaration to be signed, and a cover letter explaining 
same were enclosed with this letter, with a renewed request for execution of the Declaration for 
Patent Assignment. A copy of this letter is attached as Exhibit D to Exhibit 1 . These materials 
were also sent to all addresses by overnight courier. Mr. Choate received nothing in retum other 
than the retum receipts, acknowledging receipt of the letters by each recipient. Delivery by the 
overnight courier has been confirmed also (copies of which are attached at Exhibit D of Exhibit 
1). (Ex. l,pp. 10-11). 

5. On May 6, 2002, Mr. Choate was contacted by telephone by Kevin P. Crosby and John 
Lambros of Mr. Solomon's firm, Brinkley, McNemey, Morgan, Solomon & Tatum, LLP, as 
counsel for the inventors. Mr. Crosby acknowledged actual receipt of the documents which Mr. 
Choate had mailed to Mr. Solomon and to Nicholas Bachynsky and Woodie Roy on April 29, 



/ 



2002. (Ex. l,p. 11). 
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6. Mr. Choate has first hand knowledge, and information and behef, that both inventors 
refused to sign a declaration for the above-referenced patent application. This is based in part 
upon his first hand knowledge of the following: 

• Mr. Choate sent the above-described materials to the inventors on May 1, 2001 
and again on April 29, 2002, and received no response to same other than 
confirmation of receipt of delivery of the letters by certified mail, return receipt 
requested. His letter of May 1, 2001, which was received by the inventors, clearly 
stated that the failure of the inventors to sign and return the enclosed Declarations for 
Patent Application on or before May 14, 2001, would be reUed upon by Texas 
Pharmaceuticals, Inc. as the inventors' refusal to sign the submitted Declarations for 
Patent Application. 

• Mr. Choate's telephone conversation with Harris K. Solomon on September 11, 
2001. On that date, Mr. Choate spoke by telephone with Harris K. Solomon and was 
informed that neither Nicholas Bachynsky nor Woodie Roy would cooperate with 
Texas Pharmaceuticals, Inc. by signing the Declaration for Patent Assignment. Mr. 
Solomon stated the reason for this refusal was the inventors' belief and understanding 
that Texas Pharmaceuticals, Inc. had engaged in improper or illegal conduct with 
regard to the use and testing of the invention and that such alleged actions had or 
would destroy the future financial viability of the invention, to the detriment of 
Woodie Roy, who is a shareholder in Texas Pharmaceuticals, Inc. 

• Mr. Choate's telephone conversation on May 6, 2002, with Kevin P. Crosby and 
John Lambros, each as legal counsel for both inventors, who indicated that the 
inventors' refusal to sign the Declarations for Patent Assignment would impede 
Texas Pharmaceuticals, Inc.'s patent application and asserted their client's 
claim for re-assignment of rights in the invention. 

• Mr. Choate's first hand knowledge, and information and belief, that both 
inventors were and are currently in a dispute with assignee. 

(Ex. l,pp. 11-12). 
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Proof of Proprietary Interest: 

The following written, documentary evidence is being submitted with this Renewed Petition 
which shows that the assignee, Texas Phamiaceuticals, Inc., has full proprietary interest in the 
invention. Mr. Choate has first hand knowledge of the preparation and execution of all of the 
attached documents, which show that the invention of the above-referenced application has been 
assigned by inventors to Texas Pharmaceuticals, Inc. and that it otherwise has full proprietary 
interest in the invention of the above-referenced application. 

1. Exhibit A; Agreement for Sale of Invention and Related Rights - Bachynskv 

Attached as Exhibit A to Exhibit 1 is an Agreement for Sale of Invention and Related Rights 
(by inventor Bachynsky) ("Agreement"), wherein inventor Nicholas Bachynsky sold all right, 
title and interest in the invention of the above-referenced patent application to assignee, Texas 
Pharmaceuticals, Inc. This agreement, dated March 2, 1998, was executed by inventor Nicholas 
Bachynsky on March 5, 1998, and by James J. Naples, on behalf of assignee, on March 6, 1998. 
This agreement was executed over one year prior to the filing of the above-referenced patent 
application and therefore could not include a reference to the patent application or identify the 
above-referenced patent application by application number. (Ex. 1, p. 3). 

This document covers, in writing, the sale of rights to the invention as disclosed and claimed 
in the above-referenced patent application. This is shown, for example, in the Agreement which 
describes the sold invention as follows: 

Seller [Inventor Nicholas Bachynsky], with the financial support of James J. 
Naples, has been conducting medical research and developing a novel use and 
method of inducing intracellular hyperthermia and free radical flux through use of 
dinitrophenol and other mitochondrial uncoupling agents in the treatment of 
infectious and malignant disease. Seller has developed and devised a therapeutic 
application of dinitrophenol and other mitochondrial uncoupling agents for such 
purposes. 

(Agreement, page 1, (Exhibit A)) (Ex. 1, pp. 3-4). 

This is the same invention as the above-referenced patent application. This can be seen, for 
example, from the abstract of the instant application, which defines the invention as follows: 

An invention relating to therapeutic pharmacological agents and methods to 
chemically induce intracellular hyperthermia and/or free radicals for the diagnosis 
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and treatment of infections, malignancy and other medical conditions. The 
invention relates to a process and composition for the diagnosis or killing of 
cancer cells and inactivation of susceptible bacteria, parasitic, fungal and viral 
pathogens by chemically generating heat, and/or free radicals or hyperthermia- 
inducible immunogenic determinants by using mitochondrial imcoupling agents, 
especially 2,4 dinitrophenol [dinitrophenol] either alone or in combination with 
other drugs, hormones, cytokines and radiation. 

(Abstract, U.S. Application Serial No. 09/744,622) (Ex. 1, pp. 4). 



The invention sold in the Agreement is also defined in Schedule 1 to Exhibit A of the 
Agreement (attached hereto as Exhibit Al), wherein it is defined as follows: 

This invention provides a medical treatment for ... treatment of resistant 
neoplastic and infectious disease by concurrent administration of dinitrophenol 
[or other mitochondrial thermoregulatory uncoupling agents ...] ... and specific 
metabolic, activating cytokines ... hormones... and other medications to control 
and focally enhance the mitochondrial uncoupling effects. ... A new 
use(s)/method of generating intracellular oxygen derived from free radicals, and 
heating from within the cell [intracellular hyperthermia] has been discovered for 
dinitrophenol (or other oxidative phosphorylation uncouplers) in prevention of 
parasites .. bacteria . . . vimses. . . and neoplasia. . 

(Ex.1, p. 4). 

This description of the invention as sold in the Agreement directly matches the invention 
described in the present application, as can be seen, for example, from the abstract of the 
application, quoted above. (Ex. 1, p. 5). 

Moreover, the working example defining the invention sold in the Agreement, as defined in 
Schedule 1 to Exhibit A of the Agreement (attached at Exhibit Al), is identical to Example 1 of 
the above-referenced application (see pages 38-40 and Table 15). (Ex. 1, p. 5). 

Further still, the description of the invention sold in the agreement, as defined in Schedule 1 
to Exhibit A of the Agreement (attached at Exhibit Al, discussed above), is identical to the 
description of the invention in the attachments to the Assignment of inventor Nicholas 
Bachynsky, as filed in this case (Exhibit Al (recorded in this case with the U.S. Patent and 
Trademark Office at Reel/Frame 012063/0015)). (Ex. 1, p. 5). 

Further in support, the Agreement is accompanied by an executed Assignment of rights by 
Dr. Bachynsky to assignee (Exhibit Al, discussed below), a Non-Competition Agreement 
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executed by Dr. Bachynsky (Exhibit A2), a promissory note to Nicholas Bachynsky, executed by 
assignee (Exhibit A3), and a Security Agreement between assignee and Dr. Bachynsky (Exhibit 
A4), a Warrant of Assignee, executed by assignee (Exhibit A5), and an Attorney Representation 
Statement executed by Dr. Bachynsky (Exhibit A6). (Ex. 1, p. 5). 

2. Exhibit Al: Assignment by inventor Nicholas Bachynsky 

Exhibit Al to Exhibit 1 is a copy of an Assignment by inventor Nicholas Bachynsky 
assigning to assignee, Texas Pharmaceuticals, hic, all right, title and interest in the invention of 
the present application. As discussed above, the definition of the invention in this assignment is 
identical to the invention sold by Dr. Bachynsky to assignee and is identical to the invention of 
the instant application. The assignment was executed on March 4, 1998, many months prior to 
the filing of the above-referenced patent application on July 27, 1999, and therefore, the 
assignment could not refer to or identify the application number for the above-referenced patent 
apphcation, as it did not exist on March 4, 1998. (Ex. 1, pp. 5-6). 

3. Exhibit B: Agreement for Sale of Invention and Related Rights — Roy 

Attached as Exhibit B to Exhibit 1 is an Agreement for Sale of hivention and Related Rights 
(by inventor Roy) ("Agreement#2"), wherein inventor Woodie Roy sold all right, title and 
interest in the invention of the above-referenced patent application to assignee, Texas 
Pharmaceuticals, Lie. This agreement, dated July 20, 1998, was executed by inventor Woodie 
Roy on July 24, 1998, and by James J. Naples, on behalf of assignee, on July 24, 1998. This 
agreement was executed well in advance of the filing of the above-referenced patent application 
on July 27, 1999, and therefore could not include a reference to or identify the application 
number for the above-referenced patent application. (Ex. 1, p. 6). 

This document covers, in writing, the sale of rights to the invention as disclosed and claimed 
in the above-referenced patent application. This is shown, for example, in the Agreement which 
describes the sold invention as follows: 

Seller has assisted [inventor] Nicolas Bachynsky ("Bachynsky") who, with the 
financial support of James J. Naples, has been conducting medical research and 
developing a novel use and method of inducing intracellular hyperthermia and 
fi*ee radical flux through use of dinitrophenol and other mitochondrial uncoupling 
agents in the treatment of infectious and malignant disease. Bachynsky and seller 
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have developed and devised a therapeutic application of dinitrophenol and other 
mitochondrial uncoupling agents for such purposes. 

(Agreement, page 1, (Exhibit B)) (Ex. 1, pp. 6-7). 

This is the same invention as the above-referenced patent application, which can be seen by 
reference to the application's abstract (quoted above). (Ex. 1, p. 7). 

The invention sold in the Agreement#2 is also defined in Schedule 1 to Exhibit A of the 
Agreement#2 (attached hereto as Exhibit Bl), wherein it is defined as follows: 

This invention provides a medical treatment for ... treatment of resistant 
neoplastic and infectious disease by concurrent administration of dinitrophenol 
[or other mitochondrial thermoregulatory uncoupling agents ...] ... and specific 
metabolic, activating cytokines ... hormones... and other medications to control 
and focally enhance the mitochondrial uncoupling effects. ... A new 
use(s)/method of generating intracellular oxygen derived from free radicals, and 
heating from within the cell [intracellular hyperthermia] has been discovered for 
dinitrophenol (or other oxidative phosphorylation uncouplers) in prevention of 
parasites .. bacteria ... viruses... and neoplasia..." 

(Ex. l,p. 7). 

This description of the invention as sold in the Agreement directly matches the invention 
described in the present application, as can be seen, for example, from the abstract of the 
appHcation, discussed above. (Ex. 1, p. 7). 

Moreover, the working example defining the invention sold in the Agreement#2, as defined 
in Schedule 1 to Exhibit A of the Agreement#2 (attached at Exhibit Bl), is identical to Example 
1 of the above-referenced application (see pages 38-40 and Table 15). (Ex. 1, p. 7). 

Further still, the description of the invention sold in the Agreement#2, as defined in Schedule 
1 to Exhibit A of the Agreement#2 (attached at Exhibit Bl, discussed above), is identical to the 
description of the invention of the present invention as found in the attachments to the 
Assignment of inventor Woodie Roy, as filed in this case (see Exhibit Bl, recorded in this case 
with the U.S. Patent and Trademark Office at Reel/Frame 012063/0023). (Ex. 1, p. 8). 

Further in support, Agreement#2 is accompanied by an executed Assignment of rights by 
inventor Woodie Roy to assignee (Exhibit Bl, discussed below), a Non-Competition Agreement 
executed by Ms. Roy (Exhibit B2), a Warrant of Assignee, executed by assignee (Exhibit B3), 
and an Affidavit As To Fact (Exhibit B4, discussed below). (Ex. 1, p. 8). 
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4. Exhibit Bl : Assienment by inventor Woodie Roy 

Exhibit Bl to Exhibit 1 is a copy of an Assignment by inventor Woodie Roy assigning to 
assignee, Texas Pharmaceuticals, Inc., all rights and title to the invention of the present 
application (as discussed above). As discussed above, the definition of the invention in this 
assignment is identical to the invention sold by Ms. Roy to assignee and is identical to the 
invention of the instant application. This assignment was executed well in advance of the filing 
of the above-referenced patent application on July 27, 1999, and therefore, this assignment could 
not include a reference to or identify the application number for the above-referenced patent 
appHcation. (Ex. 1, p. 8). 

5. Exhibit B4; Affidavit As To Fact by inventor Woodie Roy 

Exhibit B4 to Exhibit 1 is an Affidavit As To Fact by inventor Woodie Roy wherein she 
reiterates that she assigned all interest, right and title in the invention of the present patent 
application to the assignee, Texas Pharmaceuticals, Inc. For example, Ms. Roy states: 

I recognize and confirm that Texas Pharmaceuticals, Inc. and/or James J. Naples 
have expended money to research the viability of this application of dinitrophenol 
and have done so with the understanding that Texas Pharmaceuticals, Inc. would 
own the commercial rights to any patent or therapy involving the use of 
dinitrophenol in the treatment of malignant and infectious diseases. 

As set forth in my Assignment of my rights to Texas Pharmaceuticals, Inc., I have 
conveyed all of my right, title and interest in the use of dinitrophenol as therein 
described for the sole purpose of vesting in Texas Pharmaceuticals, Inc. such 
rights. 

(Affidavit As To Fact, page 1, Exhibit B4) (Ex. 1, p. 9). 
Additional Relevant Facts: 

1. The inventors signed a declaration for the provisional application . Mr. Choate has 
first hand knowledge that both inventors signed a declaration for the provisional patent 
application which discloses the invention, and is claimed as a priority document in the above- 
referenced application. A copy of these signed declarations are attached as Exhibit E to Exhibit 
1. This application was also assigned to assignee, as shown in the Assignments attached in 
Exhibit E (recorded with the U.S. Patent and Trademark Office at Reel/Frame 010993/0076 
(Bachynsky) and 01 0992/0945 (Roy)). 
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2. James J. Naples is the President of assignee and has full authority to execute the 
declaration on behalf of the assignee . Mr. Choate has first hand information and belief that 
James J. Naples is the President of Texas Pharmaceuticals, hic. and has full authority to execute 
the declaration on behalf of the assignee. 

3. Filing the above-referenced patent application under 37 C.F.R S 1.47(b) is 
necessary to preserve the rights of the rights of the parties and to prevent irreparable 
damage which otherwise would result with the application becoming abandoned . Mr. 

Choate has first hand information and belief that filing the above-referenced patent application 
with James Naples signing the declaration for assignee in lieu of the inventors (filing the 
application under 37 C.F.R. § 1.47(b)) is necessary in order to preserve the rights of the rights of 
the parties and to prevent irreparable damage which otherwise would result with the application 
becoming abandoned. 

4. Filing the above-referenced patent application under 37 C.F.R. IS 1.47(b) is 
necessary to preserve the rights of the rights of the parties and to prevent irreparable 
damage which otherwise would result with the application becoming abandoned . Mr. 

Choate declared upon information and belief that filing the above-referenced patent application 
with James Naples signing the declaration for assignee in lieu of the inventors (filing the 
application imder 37 C.F.R. § 1.47(b)) is necessary in order to preserve the rights of the rights of 
the parties and to prevent irreparable damage which otherwise would result with the application 
becoming abandoned. 

CONCLUSION 

For the reasons stated above, and as supported by the attachments hereto, assignee 
respectfiiUy asserts that the above-referenced application is proper for, and should be accepted 
with, a declaration under 37 C.F.R. § 1.47(b). 

The last known addresses of the inventors, and their attorney, are: 
Nicholas Bachynsky 
6090 N.W. 66'^ Street 
Parkland, Florida 33067 
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Woodie Roy 

6090 N.W. 66* Street 

Parkland, Florida 33067 

Harris K. Solomon 

Brinkley, McNemey, Morgan, Soloman & Tatum, L.L.P. 
200 East Las Olas Boulevard 
Suite 1900 

Fort Lauderdale, Florida 33301-2209 



Please charge the deposit account of Fulbright & Jaworski LLP, Account No. 06-2375, 
under order no. 09805783 for any fees that may be necessary. 



FULBRIGHT & JAWORSKI L.L.P. 
1301 McKinney, Suite 5100 
Houston, Texas 77010-3095 
Phone: (713) 651-5167 
Fax: (713)651-5246 




Paul E. Krieger 
Registration No.: 25,886 
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



In re Application of: § 
Nicholas Bachynsky § 
Woodie Roy § 

§ Group Art Unit: Unknown 
Serial No.: 09/744622 (PCT/US99/16940) § 

§ Examiner: Unassigned 
Filed: January 26, 2001 § 

§ Atty, Docket: P01615US1 / 09805783 
For: CHEMICALLY INDUCED § (U.S. Nat'l. Phase) 

INTRACELLULAR HYPERTHERMIA § 



SUPPLEMENTAL DECLARATION 



IN SUPPORT OF RENEWED PETITION UNDER 37 C.F.R. 1.47(B) 



I, G. Wayne Choate, am an attorney at law in the State of Texas, and am a 
shareholder in the law firm of Goode, Casseb, Jones, Riklin, Choate & Watson, a 
Professional Corporation organized under the laws of the State of Texas, located at 2122 
North Main Avenue, San Antonio, Texas 78212 ("the Firm"). The Firm represents 
Texas Pharmaceuticals, Inc., a Texas corporation, located at 701 West 14^ Street, 
Texarkana, Texas 75501 ("assignee"). 

I have first hand knowledge of the following facts, and attached supporting 
dociimentation, which show that: 

• i) assignee has full proprietary interest in the above-referenced patent 
application, application number 09/744,622 (PCT/US99/16940), and the subject matter of 
such patent application ("the invention"), specifically, the invention and all related rights 
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have been assigned to assignee by written assignments executed by the inventors, 
Nicholas Bachynsky and Woodie Roy, ("inventors"); 

• ii) a copy of the application papers for the invention have been sent to the 
last known address of the inventors and to the attention of the person believed to be the 
attorney for the inventors requesting execution of the application papers in accordance 
with the agreements executed by the inventors; 

• iii) despite providing such application papers by certified mail, retum 
receipt requested on two occasions, the inventors failed to respond to requests for 
execution of the application papers and the inventors' attorney stated that his clients 
would not execute the application papers; 

• iv) the inventors signed a declaration in the provisional patent application 
claimed as a priority document to this application; 

• v) James J, Naples is the President of assignee and has full authority to 
execute the declaration on behalf of assignee; and 

• vi) filing the above-referenced patent application under 37 C.F.R. § 
1. 47(b) is necessary to preserve the rights of the rights of the parties and to prevent 
irreparable damage which otherwise would result with the application becoming 
abandoned. 
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The assignee has proprietary interest in the invention 

The following written, documentary evidence is being submitted herewith 
showing that the assignee has full proprietary interest in the invention. I have first hand 
knowledge of the preparation and execution of all of the attached documents, which show 
that the invention of the above-referenced application has been assigned by inventors to 
assignee and that assignee otherwise has full proprietary interest in the invention of the 
above-referenced application. 

Exhibit A: Agreement for Sale of Invention and Related Rights - Bachvnskv 

Attached as Exhibit A is an Agreement for Sale of Invention and Related Rights 
(by inventor Bachynsky) ("Agreement"), wherein inventor Nicholas Bachynsky sold all 
right, title and interest in the invention of the above-referenced patent application to 
assignee, Texas Pharmaceuticals, Inc. This agreement, dated March 2, 1998, was 
executed by inventor Nicholas Bachynsky on March 5, 1998, and by James J. Naples, on 
behalf of assignee, on March 6, 1998. This agreement was executed over one year prior 
to the filing of the above-referenced patent application and therefore could not include a 
reference to the patent application or identify the above-referenced patent application by 
application number. 

This document covers, in writing, the sale of rights to the invention as disclosed 
and claimed in the above-referenced patent application. This is shown, for example, in 
the Agreement which describes the sold invention as follows: 

Seller [Inventor Nicholas Bachynsky], with the financial support of 
James J. Naples, has been conducting medical research and 
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developing a novel use and method of inducing intracellular 
hyperthermia and free radical flux through use of dinitrophenol 
and other mitochondrial uncoupling agents in the treatment of 
infectious and malignant disease. Seller has developed and 
devised a therapeutic application of dinitrophenol and other 
mitochondrial uncoupling agents for such purposes. 

(Agreement, page 1, (Exhibit A)). 

This is the same invention as the above-referenced patent application. This can be 
seen, for example, from the abstract of the instant application, which defines the 
invention as follows: 



An invention relating to therapeutic pharmacological agents and 
methods to chemically induce intracellular hyperthermia and/or 
free radicals for the diagnosis and treatment of infections, 
malignancy and other medical conditions. The invention relates to 
a process and composition for the diagnosis or killing of cancer 
cells and inactivation of susceptible bacteria, parasitic, fimgal and 
viral pathogens by chemically generating heat, and/or free radicals 
or hyperthermia-inducible immunogenic determinants by using 
mitochondrial uncoupling agents, especially 2,4 dinitrophenol 
[dinitrophenol] either alone or in combination with other drugs, 
hormones, cytokines and radiation. 

(Abstract, U.S. Application Serial No. 09/744,622). 

The invention sold in the Agreement is also defined in Schedule 1 to Exhibit A of 
the Agreement (attached hereto as Exhibit Al), wherein it is defined as follows: 

This invention provides a medical treatment for ... treatment of 
resistant neoplastic and infectious disease by concurrent 
administration of dinitrophenol [or other mitochondrial 
thermoregulatory uncoupling agents ...] ... and specific metabolic, 
activating cytokines ... hormones.., and other medications to 
control and focally enhance the mitochondrial uncoupling effects. 
... A new use(s)/method of generating intracellular oxygen derived 
from free radicals, and heating from within the cell [intracellular 
hyperthermia] has been discovered for dinitrophenol (or other 
oxidative phosphorylation uncouplers) in prevention of parasites 
bacteria . . . viruses. . . and neoplasia. . 
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This description of the invention as sold in the Agreement directly matches the 
invention described in the present application, as can be seen, for example, from the 
abstract of the application, quoted above. 

Moreover, the v^orking example defining the invention sold in the Agreement, as 
defined in Schedule 1 to Exhibit A of the Agreement (attached at Exhibit Al), is identical 
to Example 1 of the above-referenced application (see pages 38 - 40 and Table 15). 

Further still, the description of the invention sold in the agreement, as defined in 
Schedule 1 to Exhibit A of the Agreement (attached at Exhibit Al, discussed above), is 
identical to the description of the invention in the attachments to the Assigrmient of 
inventor Nicholas Bachynsky, as filed in this case (Exhibit Al (recorded in this case with 
the U.S. Patent and Trademark Office at Reel/Frame 012063/0015)). 

Further in support, the Agreement is accompanied by an executed assignment of 
rights by Dr. Bachynsky to assignee (Exhibit Al, discussed below), a Non-Competition 
Agreement executed by Dr. Bachynsky (Exhibit A2), a promissory note to Nicholas 
Bachynsky, executed by assignee (Exhibit A3), and a Security Agreement between 
assignee and Dr. Bachynsky (Exhibit A4), a Warrant of Assignee, executed by assignee 
(Exhibit A5), and an Attorney Representation Statement executed by Dr. Bachynsky 
(Exhibit A6). 

Exhibit Al : Assignment by inventor Nicholas Bachynsky 

Exhibit Al is a copy of an assignment by inventor Nicholas Bachynsky assigning 
to assignee, Texas Pharmaceuticals, Inc., all right, title and interest in the invention of the 
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present application. As discussed above, the definition of the invention in this 
assignment is identical to the invention sold by Dr. Bachynsky to assignee and is 
identical to the invention of the instant application. The assignment was executed on 
March 4, 1998, many months prior to the filing of the above-referenced patent 
application on July 27, 1999, and therefore, the assignment could not refer to or identify 
the application number for the above-referenced patent application, as it did not exist on 
March 4, 1998. 

Exhibit B: Agreement for Sale of Invention and Related Rights Roy 

Attached as Exhibit B is an Agreement for Sale of Invention and Related Rights 
(by inventor Roy) ("Agreement#2"), wherein inventor Woodie Roy sold all right, title 
and interest in the invention of the above-referenced patent application to assignee, Texas 
Pharmaceuticals, Inc. This agreement, dated July 20, 1998, was executed by inventor 
Woodie Roy on July 24, 1998, and by James J. Naples, on behalf of assignee, on July 24, 
1998. This agreement was executed well in advance of the filing of the above-referenced 
patent application on July 27, 1999, and therefore could not include a reference to or 
identify the application number for the above-referenced patent application. 

This document covers, in writing, the sale of rights to the invention as disclosed 
and claimed in the above-referenced patent application. This is shown, for example, in 
the Agreement which describes the sold invention as follows: 

Seller has assisted [inventor] Nicolas Bachynsky ("Bachynsky") 
who, with the financial support of James J. Naples, has been 
conducting medical research and developing a novel use and 
method of inducing intracellular hyperthermia and fi'ee radical flux 
through use of dinitrophenol and other mitochondrial uncoupling 
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agents in the treatment of infectious and malignant disease. 
Bachynsky and seller have developed and devised a therapeutic 
application of dinitrophenol and other mitochondrial uncoupling 
agents for such purposes. 

(Agreement, page 1, (Exhibit B)). 

This is the same invention as the above-referenced patent application, which can 
be seen by reference to the application's abstract (quoted above). 

The invention sold in the Agreement#2 is also defined in Schedule 1 to Exhibit A 
of the Agreement#2 (attached hereto as Exhibit Bl), wherein it is defined as follows: 

This invention provides a medical treatment for ... treatment of 
resistant neoplastic and infectious disease by concurrent 
administration of dinitrophenol [or other mitochondrial 
thermoregulatory uncoupling agents ...] ... and specific metaboUc, 
activating cytokines ... hormones... and other medications to 
control and focally enhance the mitochondrial uncoupling effects. 
... A new use(s)/method of generating intracellular oxygen derived 
from fi'ee radicals, and heating from within the cell [intracellular 
hyperthermia] has been discovered for dinitrophenol (or other 
oxidative phosphorylation uncouplers) in prevention of parasites 
bacteria . . . viruses. . . and neoplasia. . 

This description of the invention as sold in the Agreement directly matches the 
invention described in the present application, as can be seen, for example, from the 
abstract of the application, discussed above. 

Moreover, the working example defining the invention sold in the Agreement#2, 
as defined in Schedule 1 to Exhibit A of the Agreement#2 (attached at Exhibit Bl), is 
identical to Example 1 of the above-referenced application (see pages 38-40 and Table 
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Further still, the description of the invention sold in the Agreement#2, as defined 
in Schedule 1 to Exhibit A of the Agreement#2 (attached at Exhibit Bl, discussed above), 
is identical to the description of the invention of the present invention as found in the 
attachments to the assignment of inventor Woodie Roy, as filed in this case (see Exhibit 
Bl, recorded in this case with the U.S. Patent and Trademark Office at Reel/Frame 
012063/0023). 

Further in support, Agreement#2 is accompanied by an executed assignment of 
rights by inventor Woodie Roy to assignee (Exhibit Bl, discussed below^), a Non- 
Competition Agreement executed by Ms. Roy (Exhibit B2), a Warrant of Assignee, 
executed by assignee (Exhibit B3), and an Affidavit As To Fact (Exhibit B4, discussed 
below^). 

Exhibit Bl : Assignment by inventor Woodie Roy 

Exhibit Bl is a copy of an assignment by inventor Woodie Roy assigning to 
assignee, Texas Pharmaceuticals, Inc., all rights and title to the invention of the present 
application (as discussed above). As discussed above, the definition of the invention in 
this assignment is identical to the invention sold by Ms. Roy to assignee and is identical 
to the invention of the instant application. This assignment w^as executed well in advance 
of the filing of the above-referenced patent application on July 27, 1999, and therefore, 
this assignment could not include a reference to or identify the application number for the 
above-referenced patent application. 
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Exhibit B4: Affidavit As To Fact by inventor Woodie Roy 

Exhibit B4 is an Affidavit As To Fact by inventor Woodie Roy wherein she 
reiterates that she assigned all interest, right and title in the invention of the present patent 
application to the assignee, Texas Pharmaceuticals, Inc. For example, Ms. Roy states: 

I recognize and confirm that Texas Pharmaceuticals, Inc. and/or 
James J. Naples have expended money to research the viability of 
this application of dinitrophenol and have done so with the 
understanding that Texas Pharmaceuticals, Inc. would own the 
commercial rights to any patent or therapy involving the use of 
dinitrophenol in the treatment of malignant and infectious diseases. 

As set forth in my Assignment of my rights to Texas 
Pharmaceuticals, Inc., I have conveyed all of my right, title and 
interest in the use of dinitrophenol as therein described for the sole 
purpose of vesting in Texas Pharmaceuticals, Inc. such rights. 

(Affidavit As To Fact, page 1, Exhibit B4). 

Complete copies of the application papers have been sent to the last known 
addresses of the nonsigning inventors and to what is understood to be their 
counsel 

I have first hand knowledge of the fact that complete copies of the application 
papers have been sent to the last known addresses of the nonsigning inventors and to 
what is understood to be their counsel. 

Specifically, on May 1, 2001, I personally mailed to each inventor (Dr. 
Bachynsky and Ms. Roy), by U.S. Certified Mail, Return Receipt Requested, a separate 
letter enclosing a copy of the declaration to be signed for this patent application. The 
letter requested each inventor to execute the declarations in accordance with the 
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assignment executed by such inventor, wherein each agreed to execute all declarations or 
other papers that are deemed necessary by Texas Pharmaceuticals, Inc. for filing and 
prosecuting patent applications (assignments in Exhibits Al and Bl). The letters were 
sent to the last known address of the inventors, being the same address to which a letter 
was sent on April 23, 2001, to Woodie E. Roy as a shareholder in Texas Pharmaceuticals, 
Inc. and was accepted by signature of Nicholas Bachynsky. That letter of April 23, 2001, 
confirmed that "future mailings . . . will be fumished to you at the address above shown 
until notice of change of address is fumished to the Corporation in accordance v^th the 
bylaws of the Corporation." Copies of these letters, including the return receipts 
reflecting delivery and receipt of each letter, are attached at Exhibit C. The letter of May 
1, 2001, provides that "[I]f the signed Declaration for Patent Assignment is not received 
in my office on or before May 14, 2001, 1 will assume that you have declined to execute 
this document," I received nothing in retum except the retum receipt for each letter and 
was not contacted by either Woodie E. Roy or Nicholas Bachynsky. 

I did not anticipate that either inventor would provide any cooperation or would 
sign the Declaration for Patent Assignment because Texas Pharmaceuticals, Inc., acting 
through its President, have previously filed eviction proceedings against the inventors and 
had successfully evicted them from a dwelling owned by the President. 

Thereafter, on August 30, 2001, I received a letter from Harris K. Solomon, as 
attomey for Nicholas Bachynsky and Woodie Roy, which threatened litigation unless 
Texas Pharmaceuticals, Inc. volimtarily re-conveyed the subject matter of the 
assignments to the inventors. On April 29, 2002, I personally sent a letter by certified 
mail, retum receipt requested to Harris K. Solomon, as attomey for Nicholas Bachynsky 
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and Woodie Roy, with copies of that letter sent to Nicholas Bachynsky and to Woodie 
Roy, by certified mail, return receipt requested. Complete copies of the present patent 
application (specification, claims, drawings and declaration), a copy of the declaration to 
be signed, and a cover letter explaining same were enclosed with this letter, with a 
renewed request for execution of the Declaration for Patent Assignment. A copy of this 
letter is attached as Exhibit D. These materials were also sent to all addresses by 
overnight courier. I received nothing in retum other than the retum receipts, 
acknowledging receipt of the letters by each recipient. Delivery by the overnight courier 
has been confirmed also (copies of which are attached at Exhibit D). 

On May 6, 2002, I was contacted by telephone by Kevin P. Crosby and John 
Lambros of Mr. Solomon's firm, Brinkley, McNemey, Morgan, Solomon & Tatum, LLP, 
as counsel for the inventors. Mr, Crosby acknowledged actual receipt of the documents 
which I had mailed to Mr. Solomon and to Nicholas Bachynsky and Woodie Roy on 
April 29, 2002. 

The inventors refuse to sign the declarations 

I have first hand knowledge, and information and belief, that both inventors refuse 
to sign a declaration for the above-referenced patent application. This is based in part 
upon my first hand knowledge of the following 

• My sending the above-described materials to the inventors on May 1, 2001 
and again on April 29, 2002, and receiving no response to same other than 
confirmation of receipt of delivery of the letters by certified mail, retum 
receipt requested. My letter of May 1, 2001, which was received by the 
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inventors, clearly stated that the failure of the inventors to sign and return 
the enclosed Declarations for Patent Application on or before May 14, 
2001, would be relied upon by Texas Pharmaceuticals, Inc. as the 
inventors' refusal to sign the submitted Declarations for Patent 
Application. 

My telephone conversation with Harris K. Solomon on September 11, 
2001. On that date, I spoke by telephone with Harris K. Solomon and was 
informed that neither Nicholas Bachynsky nor Woodie Roy would 
cooperate with Texas Pharmaceuticals, Inc. by signing the Declaration for 
Patent Assignment. Mr. Solomon stated the reason for this refusal was the 
inventors' belief and understanding that Texas Pharmaceuticals, Inc. had 
engaged in improper or illegal conduct with regard to the use and testing 
of the invention and that such alleged actions had or would destroy the 
future financial viability of the invention, to the detriment of Woodie Roy, 
who is a shareholder in Texas Pharmaceuticals, Inc. 

My telephone conversation on May 6, 2002, with Kevin P. Crosby and 
John Lambros, each as legal counsel for both inventors, who indicated that 
the inventors' refusal to sign the Declarations for Patent Assignment 
would impede Texas Pharmaceuticals, Inc.'s patent application and 
asserting their client's claim for re-assignment of rights in the invention. 

My first hand knowledge, and information and belief, that both inventors 
were and are currently in a dispute with Texas Pharmaceuticals, Inc. 
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The inventors signed a declaration for the provisional application 

I have first hand knowledge that both inventors signed a declaration for the 
provisional patent application which discloses the invention, and is claimed as a priority 
document in the above-referenced application. A copy of these signed declarations are 
attached as Exhibit E. This application was also assigned to assignee, as shown in the 
assignments attached in Exhibit E (recorded with the U.S. Patent and Trademark Office 
at Reel/Frame 010993/0076 (Bachynsky) and 010992/0945 (Roy)). 

James J. Naples is the President of assignee and has full authority to 
execute the declaration on behalf of the assignee 

I have first hand information and belief that James J. Naples is the President of 
Texas Pharmaceuticals, Inc. and has full authority to execute the declaration on behalf of 
the assignee. 

Filing the above-referenced patent application under 37 C.F.R. § 1.47(b) is 
necessary to preserve the rights of the rights of the parties and to prevent 
irreparable damage which otherwise would result with the application 
becoming abandoned 

I have first hand information and belief that filing the above-referenced patent 
application with James Naples signing the declaration for assignee in lieu of the inventors 
(filing the application under 37 C.F.R. § 1.47(b)) is necessary in order to preserve the 
rights of the rights of the parties and to prevent irreparable damage which otherwise 
would result with the application becoming abandoned. 
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The undersigned being hereby warned that willful false statements and the like so 
made are punishable by fine or imprisonment, or both, under 18 U.S.C. § 1001, and that 
such willful false statements and the like may jeopardize the validity of the application or 
any patent issuing therefrom, I declare that all statements made herein by my own 
knowledge are true, and that all statements made herein on information and belief are 
believed to be true. 




G. Wayne Choate 



Date: 
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A GREEMENTFOR SALE OF INVENTION AND RELA TED RIGHTS 

THIS AGREEMENT FOR SALE OF INVENTION AND RELATED RIGHTS (this 
' Aqreement ") is made and entered into as of March 2, 1998 bv and amono 

7m w'-i!,H*.'="^''f ^' Purposes'of this Agre:mentT3 c/c 

/ui w. 14th Street, Texarkana. Bowie County, Texas 75501 (herein "Seller") and 
TEXAS PHARMACEUTICALS, INC., a Texas corporation, whose add^fj; the 
?cTnf?u°^^'''' Agreement is 701 W. 14th Street, Texarkana, Bowie County, Texas 
75501 (herein " Purchaser "). 

FACTS 

Seller, with the financial support of James J. Naples, has been conducting 
medical research and developing a novel use and method of inducing intracellular 
hyperthermia and free radical flux through the use of dinitrophenol and other 
mitochondrial uncoupling agents in the treatment of infectious and malignant disease. 
Seller has developed and devised a therapeutic application of dinitrophenol and other 
mitochondrial uncoupling agents for such purposes. A description of this therapy is 
attached as Schedule 1 to Exhibit A to this Agreement and the matters described 
therein and herein are referred to herein, collectively, as the " Invention ". 

Seller desires to sell Seller's entire right, title and interest in and to such 
Invention and any and all patents and protections which may hereafter be obtained 
regarding the Invention (the "Patent Rights"), and Purchaser desires to purchase the 
Patent Rights, upon the terms and conditions hereinafter set forth. 

NOW, THEREFORE, in consideration of the mutual benefits to be derived and 
the representations and warranties, conditions and promises herein contained, and 
other good and valuable consideration, the receipt and sufficiency of which are hereby 
acknowledged, and intending to be legally bound hereby, the parties agree as follows: 

ARTICLE I 

GENERAL 

1.01 Definitions. Unless otherwise stated in this Agreement, the following 
terms shall have the indicated meanings (the following definitions to be equally 
applicable to both the singular and plural forms of any of the terms herein defined): 

"Assets": The assets, rights, interests and properties which are described in 
Section 1.02 (a) pf this Agreement. 

"Assignment": The Assignment from Seller, as assignor, to Purchaser, as 
assignee, in the form attached hereto as Exhibit A . 
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Agreem^S^""" ^^"su'^n^ation of the purchase and sale contemplated by this 

" Closinq Dme "; Wednesday, March 4, 1998 at 1:00 P.M., San Antonio 
Texas t.me, or such other date and time upon which the parties may agree 

".Invention": Seller's invention of a novel u^p ^nH rr^oth^^ • 
ir^tracellular hyperthermia and free radical flux thorough the'use Tf'd ni roph ndand' 
o her mitochondrial uncoupling agents in the treatment of infectious and maTgnant 
herlt^slxSl""^ ^^^^ ^° °^ ^"'snment atta'cheJ 

hPtwpI' n^'^'.P"''^!'!''""/'^'''''"'''"' ''- "^^^ Non-Competition Agreement by and 
between Seller and Purchaser in the form attached hereto as Exhibit B . 

.,11 ..• Z-nT\^!T'' "'- "^^^ '"mention, all of Seller's rights thereunder and therein, 
all existing and future patent applications relating to the Invention, all patents issued 
with respect to the Invention, all patents to be issued with respect to the Invention, 

^src^rf L°;n^''T'°"^.°' °f patents or patent applications with 

^Mnto! . ^ ^,"vent.on all causes of action relating to any use of the Invention and 

f r hlr = -"^ ? °^ "^'^^ ""^^P^^^ ^° ^^'^ Invention and all rights to file 

further applications for patent or patent-like protections for said Invention. 

n..,.J'^r?^f^Tf-^"'' "^^^ Promissory Note in the amount of $35,000.00 
aTcheV hereto a/SS^ ' °' '"^'^^^ ''''' 

for thJ'^T^^^^f^"- "^^^ P''''^ ^° P^'"^ Purchaser to Seller in consideration 
for the sale by Seller and Purchase by Purchaser of the Assets. 

" Records " : All of Seller's books, records, papers and instruments of whatever 
nature and wherever located that relate to the Patent Rights or which are required or 
necessary m order for Purchaser to fully utilize the economic benefits of the Patent 
Kignts and Invention. 

^ " Security Aqreempnt ": The Security Agreement executed by Seller and 
Purchaser, giving and granting to Seller a lien on the Assets to secure the repayment 
Of the Promissory Note, in the form attached hereto as Exhibit D . 

«ccn^I?^^^^7^"- '^^^ ^""^ purchase of the Assets, assignment and 
assumption of certain rights and interests, and performance of the covenants, in each 
case as contemplated by this Agreement. 
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1 -02. Agreement To Pumhase and Sell . 

ta) On and subject to the terms and conditions of this Agreement, 
Seller agrees to sell, convey, transfer, assign and deliver to Purchaser, and Purchaser 
agrees to purchase from Seller, the Invention, Patent Rights and Records. 

Agreement ^^"^"^ ^^^^^^ ^° ^"^^"^ ^® Non-Competition 

(c) Seller agrees to indemnify and hold harmless Purchaser in 
accordance with the terms of this Agreement. 

1^3. Purchssafrice. The Purchase Price for the Assets will be the total cash 
sum of TWO HUNDRED THOUSAND AND NO/100 DOLLARS ($200,000.00). 

■"■O^- Payment of Purchase Price. The Purchase Price shall be payable to 
Seller by Purchaser as follows: 

(a) Onorbeforethe ClosingDate, James J. Naples has paid in excess 
of the sum of $ 1 65,000.00 in research and testing fees to the Cancer, Research and 
Therapy Center in San Antonio, Texas, and to research laboratories in Syracuse, New 
York, to or for the benefit of Seller. It is understood and agreed that Purchaser is 
presently entitled to a credit against the cash consideration payable to Seller by virtue 
of these cash payments or obligations incurred by James J. Naples to or for the 
benefit of Seller prior to the date of this Agreement. Payments were made by James 
J. Naples prior to the date of this Agreement, and prior to the date of incorporation 
of Purchaser, in anticipation of this Agreement to fund the costs of research and 
development of the Invention. 

(b) On the Closing Date, Purchaser shall execute and deliver to Seller 
the Promissory Note and the Security Agreement. It is further understood and agreed 
that Purchaser shall be entitled to a credit against such promissory note for additional 
sums advanced by James J. Naples to or for the benefit of Seller to fund additional 
costs of research and development of the Invention. 

1-05 No Assumption of Liabilities. By purchase of the Assets, Purchaser 
takes the assets free of any claims, liens or interests of third parties, other than the 
liens created to secure the repayment of the Promissory Note. 

No Proration of Taxes; Offset. If any taxes of any kind are assessed 
against any of the Assets, Seller will pay such sums to the appropriate taxing 
authorities when due, prior to becoming delinquent, shall indemnify Purchaser for all 
such sums and, in addition to the indemnities hereinafter made, does give and grant 
to Purchaser an offset against all sums owing and unpaid under the Promissory Note 
for any amounts owed by Seller which Seller fails to pay. 
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1 .07 Instruments of Transfe r: Further Assurances . In order to consummate 
the Transaction, on the Closing Date the Seller shall deliver to Purchaser an executed 
and acknowledged, where applicable, original of (a) the Assignment, covering all of 
the Assets; and (b) the Non-Competition Agreement. At the Closing, and at all times 
thereafter as may be necessary. Seller agrees to execute and deliver to Purchaser such 
other instruments or transfers as may be reasonably necessary to vest in Purchaser 
good and indefeasible title to the Assets and to comply with the purposes and intent 
of this Agreement. 

ARTICLE II 
REPRESENTATIONS AND WARRANTIF.q 

2.01. Represen tations and Warranties of Seller . Seller hereby represents and 
warrants to Purchaser that the following matters are true and correct on the date of 
this Agreement and will be true and correct through the Closing Date and thereafter, 
as if made on and as of that date: 

(a) This Agreement constitutes the legal, valid and binding obligation 
of Seller, enforceable in accordance with its terms; no person or entity other than 
Seller has any interest in or ownership of the Invention as of the date of this 
Agreement other than equitable claims of Purchaser and/or James J. Naples by virtue 
of sums advanced to fund the costs of research and development of the Invention. 

(b) Seller has good and indefeasible title to the Assets, free and clear 
of all liens and claims of third parties and no third party has any right to acquire the 
Assets superior to Purchaser. 

(c) There are no claims, actions, suits or proceedings pending or 
threatened against Seller which involve any of the Assets. 

(d) Seller has complied in all respects with all applicable laws, 
ordinances, regulations, statutes, rules and restrictions relating to the Assets, or any 
part thereof. 

le) There is no fact known to Seller which has specific application to 
this Transaction or the Assets which could have a material adverse effect on the 
Assets, the ability of Purchaser obtaining a patent on the Invention, the title of 
Purchaser in and to the Assets from and after the Closing or any other matter which 
would adversely impact Purchaser in connection with the Assets. 

(f) Seller may execute, deliver and perform this Agreement without 
the necessity of Seller obtaining any consent, approval, authorization or waiver or 
giving notice or otherwise, except for such consents, approvals, authorizations. 
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waivers and notices which have been obtained and are unconditional and such notices 
which have been given. 

(g) Seller has not incurred any trade payables which have not been 
disclosed to Purchaser and shall pay or otherwise satisfy all other claims and liabilities 
relating to the Assets incurred through the Closing Date. SELLER AGREES AND DOES 
HEREBY INDEMNIFY AND HOLD PURCHASER HARMLESS FROM AND AGAINST ALL 
CLAIMS, LOSSES, DEMANDS, DAMAGES, LIABILITIES, COSTS AND EXPENSES 
RESULTING FROM OR RELATING TO ANY CLAIM MADE AGAINST PURCHASER 
ARISING FROM SELLER'S BREACH OF THIS AGREEMENT OR ANY OF ITS TERMS 
SUCH AGREEMENT TO SURVIVE THE CLOSING OR ANY TERMINATION OF THIS 
AGREEMENT. 

2.02 Representations and Warranties of Purchassr . Purchaser represents and 
warrants to Seller that the following are true and correct on the date of this 
Agreement and will be true and correct through the Closing Date, as if made on and 
as of that date: 

(a) This Agreement constitutes the legal, valid and binding obligation 
of Purchaser, enforceable in accordance with its terms. 

(b) Purchaser may execute, deliver and perform this Agreement 
without the necessity of Purchaser obtaining any consent, approval, authorization or 
waiver or giving notice or otherwise, except for such consents, approvals, 
authorizations, waivers and notices which have been obtained and are unconditional 
and such notices which have been given. 

ARTICLE III 

CONDITIONS OF CLOSINPi 

3.01. Conditions Imposed bv Purchaser . The obligations of Purchaser to 
consummate the purchase and sale under this Agreement are subject to the 
satisfaction of the following conditions, each of which may be waived in writing by 
Purchaser: 

(a) Seller shall have delivered to Purchaser the duly executed and 
acknowledged Assignment. 

(b) Seller shall have delivered to Purchaser the duly executed and 
acknowledged the Non-Competition Agreement. 

(c) Seller shall have performed the covenants, agreements and 
obligations necessary to be performed by Seller under this Agreement prior to the 
Closing Date. 
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3.02. Conditions Imposed bv Seller, The obligations of Seller to consummate 
the purchase and sale under this Agreement are subject to the satisfaction of the . 
following conditions, each of which may be waived in writing by Seller: 

(a) Purchaser shall have delivered to Seller the duly executed and 
acknowledged Non-Competition Agreement. 

(b) Purchaser shall have delivered to Seller the initial installment of the 
Purchase Price in the amount of $15,000.00, less the amount of the Purchaser's 
payments to Seller, or for the benefit of Seller, prior to or after the date of this 
Agreement, in the amount to be agreed upon by Seller and Purchaser pursuant to 
Section 1 .04(a) of this Agreement. 

(c) Purchaser shall have delivered to Seller the Promissory Note, 
together with the duly executed and acknowledged Security Agreement. 

ARTICLE IV 

CLOSING DATE 

4.01 Closino Date , 

(a) Subject to the right of Seller and Purchaser to terminate this 
Agreement pursuant to Section 5.02. hereof, the Closing for the consummation of the 
purchase and sale contemplated by this Agreement will, unless another date is agreed 
to in writing by Seller and Purchaser, take place on the Closing Date, 

(b) - For all purposes hereof, the term " the Effective Time of Closino " 
shall occur upon the delivery to Purchaser of the Assignment and the Non-Competition 
Agreement and the other documents as contemplated herein on the Closing Date. 

ARTICLE V 

MISCELLANEOUS 

5.01. Further Actions . From time to time, as and when requested by 
Purchaser or Seller, Seller or Purchaser shall execute and deliver, or cause to be 
executed and delivered, such documents and instruments and shall take, or cause to 
be taken, such further or other actions as may be reasonably necessary to effectuate 
the Transaction and transfer, assign and deliver to Purchaser, or Purchaser's assigns, 
the Assets (or to evidence the foregoing) and to consummate and to effect the other 
transactions expressly required to be performed by Seller hereunder. 

5.02. No Broker . Seller and Purchaser represent and warrant to the other that 
they have no obligation or liability to any broker or finder by reason of the transactions 
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which are the subject of this Agreement. Each party agrees to indemnify the other 
party against, and to hold the other harmless from, at all times after the date hereof, 
any and all liabilities and expenses (including without limitation legal fees) resulting 
from, related to or arising out of any claim by any person for brokerage commissions 
or finder's fees, or rights to similar compensation, on account of services purportedly 
rendered on behalf of Seller or Purchaser, as the case may be, in connection with this 
Agreement or the transactions contemplated hereby. 

5.03. Expenses. Except as otherwise specifically provided herein. Seller and 
Purchaser shall each bear their own legal fees, accounting fees and other costs and 
expenses with respect to the negotiation, execution and the delivery of this 
Agreement and the consummation of the transactions hereunder, and Seller will pay 
Its expenses after the Effective Time of Closing out of the Purchase Price proceeds 
paid by Purchaser to Seller pursuant to Section 1 .04. Purchaser shall pay all sales, 
transfer and documentary fees or taxes incident to the sale of the Assets, if any. 

5-04. Entire Agreement. This Agreement and the Exhibits hereto are intended 
by the parties as a final expression of the entire agreement between Seller and 
Purchaser with respect to the transactions contemplated by this Agreement and 
supersede all prior oral or written agreements, arrangements or understandings with 
respect thereto. 

5.05. Descriptive Headings. The descriptive headings of this Agreement are 
for convenience only and shall not control or affect the meaning or construction of 
any provision of this Agreement. 

5.06. Notices. All notices or other communications which are required or 
permitted hereunder shall be in writing and shall be delivered either personally or by 
telegram, telex, telecopy or similar facsimile means, by registered or certified mail 
(postage prepaid and return receipt requested), or by express courier or delivery 
service, addressed to the addresses of the parties shown on page 1 of this Agreement 
or at such other address and number as either party shall have previously designated 
by written notice given to the other party in the manner hereinabove set forth. 
Notices shall be deemed given when received, if sent by telegram, telex, telecopy or 
similar facsimile means (confirmation of such receipt by confirmed facsimile 
transmission being deemed receipt of communications sent by telex, telecopy or other 
facsimile means); and when delivered and receipted for (or upon the date of attempted 
delivery where delivery is refused), if hand-delivered, sent by express courier or 
delivery service, or sent by certified or registered mail. 

5.07. GOVERNING LAW . THIS AGREEMENT SHALL BE GOVERNED BY AND 
CONSTRUED IN ACCORDANCE WITH THE LAWS OF THE STATE OF TEXAS (OTHER 
THAN THE CHOICE OF LAW PRINCIPLES THEREOF). 
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5.08. Waivers and Amendments. Any waiver of any term or condition of this 
Agreement, or any amendment or supplementation of this Agreement, shall be 
effective only if in writing. A waiver of any breach or failure to enforce any of the 
terms or conditions of this Agreement shall not in any way affect, limit or waive a 
party's rights hereunder at any time to enforce strict compliance thereafter with every 
term or condition of this Agreement. 

5.09. Illegalities. In the event that any provision contained in this Agreement 
shall be determined to be invalid, illegal or unenforceable in any respect for any 
reason, the validity, legality and enforceability of any such provision in every other 
respect and the remaining provisions of this Agreement shall not, at the election of 
the party for whose benefit the provision exists, be in any way impaired. 

5.10. Counterparts. This Agreement may be executed in any number of 
counterparts, and each such counterpart hereof shall be deemed to be an original 
instrument, but all such counterparts together shall constitute but one Agreement. 
Facsimiles of signatures shall be deemed as original signatures. 

5.11. Survival: E xclusivitv of Remedies . The representations and warranties, 
covenants and agreements of the parties hereto shall survive the Closing. 

5.12 Assignment bv Purchaser . Purchaser may assign Purchaser's 

rights under this Agreement without restriction of any kind. Any assignee of 
Purchaser's rights hereunder shall succeed to all of the rights, powers, duties, benefits 
and obligations of Purchaser hereunder. 

IN WITNESS WHEREOF, the undersigned have executed this Agreement as of the 
date first above vyritten. 

PURCHASER: 



TEXAS PHARMACEUTICALS, INC., a Texas 
corporation 




[SIGNATURE OF SELLER FOLLOWS ON NEXT PAGE} 
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SELLER 




NICHOLAS BACHYNSKY 



STATE OF TEXAS 
COUNTY OF S^XA-e 



§ 
§ 
§ 



BEFORE ME, the undersigned authority, on this day personally appeared 
NICHOLAS BACHYNSKY known to me to be the person whose name is subscribed 
to the foregoing instrument, and acknowledged to me that he executed the same for 
the purposes and consideration therein expressed. 

GIVEN UNDER MY HAND AND SEAL OF OFFICE, this the c5'7X dav of March, 
1998. 



f^rPi VIRGINIA OHLENBUSCH 
fiW'.S*! MY COMMISSION EXPIRES 




Notaf/ Public Signature 

)r\\(xj f)lr\ \ p. i^ Uij.c^rM 

Notary Printed Name , 
Commission Expires: ^ '"n'-' ^^Cc^ 



STATE OF TEXAS 
COUNTY OF 



§ 



BEFORE ME, the undersigned authority, on this day personally appeared JAMES 
J. NAPLES, President of TEXAS PHARMACEUTICALS, INC., a Texas corporation, 
known to me to be the person whose name is subscribed to the foregoing instrument, 
and acknowledged to me that he executed the same for the purposes and considera- 
tiori therein expressed and in the capacity therein stated, as the act and deed of said 
corporation. 

GIVEN UNDER MY HAND AND SEAL OROFFICE, this the day of March, 

1998. 




PAnV HAMILTON 
Notary PubOc 



Notary Pablic Signature 

Pnrv\l \\frh\\ iT bf<^ 



Notary Printed Name ^ «. 

Commission Expires 
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ASSIGNMENT 



DATE : 



March 4, 1998 



ASSIGNOR : 



NICHOLAS BACHYNSKY 
701 W. 14th Street 
Texarkana, Texas 75501 



ASSIGNEE : 



TEXAS PHARMACEUTICALS, INC., a Texas corporation 
701 W. 14th Street 
Texarkana, Texas 75501 



In consideration of Ten Dollars (SIO.OO) cash in hand paid to me and other good 
and valuable consideration, the receipt and sufficiency of which is hereby 
acknowledged, I, NICHOLAS BACHYNSKY (hereinafter called " Assignor "), who have 
made an invention of a novel use and method of inducing intracellular hyperthermia 
and free radical flux through the use of dinitrophenol and other mitochondrial 
uncoupling agents in the treatment of infectious and malignant disease, assign, sell, 
transfer and convey to TEXAS PHARMACEUTICALS, INC., a Texas corporation, 
whose address is 1314 Main Street, Texarkana, Bowie County, Texas 75501 
(hereinafter called " Assionee "). its successors and assigns. Assignor's entire right, 
title and interest in and to the following rights, interest, and property (hereinafter 
collectively called the " Riohts "): 

1. Assignor's invention of uses, methods and therapies of inducing intracellular 
hyperthermia and free radical flux through the use of dinitrophenol and other 
mitochondrial uncoupling agents in the treatment of infectious and malignant 
disease, including without limitation Assignor's rights, powers, interests and 
title in and to the methods, uses and processes described in Schedule 1 
attached to this Assignment, (collectively, herein called the " Invention "). 

2. All applications for patent or like protection on said Invention that have been 



or may in the future be made by Assignor or Assignor's legal representatives, 
in any and all countries. 

3. All patents and like protection that have been or may in the future be granted 
on said Invention to Assignor or Assignor's legal representatives, in any and all 
countries of the world. 

4 All substitutions for and divisions, continuations, continuations-in-part, 
renewals, reissues, extensions and the like of said applications and patents and 
similar rights or grants, including, without limitation, those obtained or 
permissible under past, present and future law and statutes. 

5 All rights of action on account of past, present and future authorized or 
unauthorized use of said Invention and for infringement of said patents and like 
protection. 

6 The right of Assignee to file in his name disclosure documents, applications for 
patents and like protection for said Invention in any country and countries in 
the world. 

7. All international rights of priority associated with said Invention, disclosure 
filings, applications, patents and like protection. 

TO HAVE AND TO HOLD the Rights unto the Assignee, its successors and 
assigns forever, and Assignor does hereby bind himself, his heirs, legal representatives 
and assigns, to forever WARRANT and DEFEND the title to the Rights unto the said 
Assignee, its successors and assigns, against any person whomsoever lawfully 
claiming, or to claim the same, or any part thereof. 

Assignor covenants and agrees that Assignor will cooperate with Assignee such 
that Assignee may enjoy to the fullest extent the benefit of this Assignment. Such 
cooperation shall include, but not limited to, all of the following: 

1 . Assignor's prompt execution of all papers that are deemed necessary or 
desirable by Assignee to perfect the right, title and interest herein conveyed, and 

2. Assignor's prompt execution of all petitions, oaths, specifications, declarations 



or other papers that are deemed necessary or desirable by Assignee for filing and 
prosecuting patent applications, for filing and prosecuting substitute, division, 
continuing, or additional applications in the United States and/or all foreign countries, 
for filing and prosecuting applications for reissuance or reexamination of letters 
patent, and for interference proceedings involving and covering any of the Rights, and 
3. Assignor's prompt assistance and cooperation, including but not limited to 
execution of documents and testifying, in the prosecution of legal proceedings 
involving any of the Rights, including, but not limited to. patent prosecution, 
interference proceedings, infringement court actions, opposition proceedings, 
cancellation proceedings, priority contests, unfair competition court actions, trade 
secret court actions, public use proceedings, slander, license breach and royalty 
collection proceedings and other legal proceedings. 

Assignor warrants that Assignor has the right to make the assignment set forth 
herein and that no other person or entity has any rights of ownership or claim to the 
subject matter of this Assignment. This Assignment is binding upon Assignor, 
Assignor's heirs, administrators, executors, successors, trustees, devisees and assigns 
and inures to and for the benefit of Assignee, its successors and assigns. 

EXECUTED effective as of the date first above written and at the time and place 
indicated below opposite the signature: 




NICHOLAS BACHYI^KY 
Date: 



S BACHYN^KY 
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STATE OF TEXAS 
COUNTY 



§ 
§ 
§ 



BEFORE ME, the undersigned authority, on this day personally aPPeared 
NICHOLAS BACHYNSKY known to me to be the person whose name is subscribed 
to the foregoing instrument, and acknowledged to me.that he executed the same for 
the purposes and consideration therein expressed. 

GIVEN UNDER MY HAND AND SEAL OF OFFICE, this the .^[^day of March, 
1998. 

•taryf 




JNIAOHLENBUSCH 
COMMISSION EXPIRES 
Mv4,2000 



Notary Public Signature 
Notary Printed Name 

Commission Expires;, 3'"^-' '^^^P 
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. ?nHEDULE 1 TO ASSIGNMENT 
INVENTION 

This invention provides a medical method for: (1 ) prevention of life threatening 
hypothermia; (2) enhancing magnetic resonance spectroscopy and positron emission 
tomographic metabolic imaging; and (3) treatment of resistant neoplastic and 
infectiousdiseasebyconcurrentadministrationofdinitrophenollorothermitochon^^^^^^ 

thermoregulatory uncoupling agents, e.g., carbonylcyanide m-chorophenylhydrazone 
(CCCP), carbonylcyanide-p-trifluoromethoxy-phenylhydrazone (FCCP), recombinant 
brown fat type protein, or lipid proton ionophoresl and respiratory oxygen, intravenous 
fluids, anti-platelet drugs, as needed cooling, and specific metabolic, act'vating 
cytokines [e g., recombinant tumor necrosis factor (TNF). interferons etc.], hormones 
(e.g., glucagon), and other medications to control and focally enhance the 
mitochondrial uncoupling effects. 

The present invention avoids the use of labor intensive, complex hyperthermia 
equipment, including invasive extracorporeal perfusion, with its f /ociated thernjai 
qradient toxicity problems to interposed normal tissues, inherent to all therapeutic 
methods of delivering heat from the outside-in. A new use(s)/method generating 
intracellularpxygen derived free radicals, and heating from within the cell has been 
discovered for dinitrophenol (or other oxidative phosphorylation uncouplers) in 
prevention of cold injury, and treatment of free radical-thermosensitive parasites {e.g., 
Echinococcus), bacteria (e.g., Borrella burgdorferi), lipid enveloped viruses {e.g.. HIV) 
and neoplasia (e.g.. gastric adenocarcinoma). It has further been discovered that 
cataracts, induced by dinitrophenol in the treatment of chronic obesity, can be 
prevented by concomitant administration of a variety of free radical scavenging 
agents, including tocopherol, ascorbic acid, and beta-carotene. 

Briefly, the present invention is a new use(s)/method of inducing increased, 
intracellular free radical flux and hyperthermia, including the procedure of ^^^^^'l^'^^' 
ing dinitrophenol to patients in doses sufficient to denature and inactivate targeted 
biologic systems. Concurrent administration of tissue selective activating hormones 
biologicals or drugs permits greater enhancement of the therapeutic '"dex, while 
physiologic gain cooling, fluids, respiratory oxygen, and monitoring Procedures permit 
safe therapeutic control. The figure on the attached page depicts an example 
use(s)/methodoIogy of this process in an algorithm. 



SCHEMATIZED MITOCHONDRIAL UNCOUPLING METHOD 
FOR DIAGNOSIS OR TREATMENT OF INFECTIOUS AND MALIGNANT DISEASE 



ORGANISM 
or 

MALIGNANCY 



PATIENT 



TREATMENT EVALUATION 



BIOLOGIC CRITERIA 

* CoD£lraed Diagnosis by culcure, PGR, or 
hlscopachology; specific serology. 

* Known Temp era cure and U eating Time 
required for Inactlvation, e.g.» 
Treponema pallidum (syphllls)- 
4l.5'C @ I hour; Borrella burgdor- 
feri (Lyme Dlsease)-41.5*C Q 1 hour; 
Echlnococcus multllocularis (Hydatid . 
infescacloa)-41*C @ 15 minutes; HIV , 
chronically infected (provirus) cells 
(tissue culture)-42*C @ 10 hours, with 
recombinant TNF-a, A2*C Q 3 hours. 
Kaposi's sarcoma , HIV infection In the 
patient-42'C Q 2 hours/A4*C @ 15 minutes. 

* Unknown Temperature and Heating Time 
required for inactlvatlon of neoplasms, 

* or other infectious agents, determined 
by predictive - assay of biopsy/culture; 
generally, treatment temperature/time 
will be decreased due to endogenous un- 
coupling also occurring In targeted 
biologic system (except viral). 



CLINICAL CRITERIA • 

* History of cardiac, hepatic, pulmonary 
renal, CNS, malignant hyperthermia, or 
endocrine disease, i.e., exclusion of 
patients-congestive heart failure, severe 
dysrhythmias; alcoholic or other hepatitis 
with elevated blllrubln/enEymes; known 
endocrinopathles of brittle diabetes, 
pheochromocytoma, etc.; medications known 
to stimulate the physiologic response of 
hypermetabolic state and hyperthermia, e.g., 
vascular constrictors, anticholinergics, 
calcium channel blocker, etc. 

* Pulmonary, renal, hepatic function tests; 
chest X-ray; CBC with platelet count; Chem 
profile with Ca"»^, Mg++, PO4"; exercise- 
multlgated cardiac radionucleotide scan 
with resting ejection fraction of at least 
45Z, and no deterloracion upon exercise. 

* Enhancing or sensitising agents to increase 
therapeutic gain, i.e., use of ioniring 
radiation, chemotherapy, drugs, or biologic 
modifiers (synergistic or additive). 



I TREATMENT 1 



METHOD PROTOCOL 
1 



I 

BASELINE & MONITORED 



1 



* Dialtropbenol, dosage & schedule * consumption/Increase, precedes core 

on "Biologic/Clinical Criteria"; temperature increase by 4 minutes; prolonged 
IV (or IM-SC) test dose (Img/kg) 
by VO2 response-lml O^/sec-ZO watts 



or high risk patient-additional monitoring of 
tissue oxygenation by gastric pH, NMR, PET or 
common IV dosage, 1-S^gAcg, q 1-4 hr , ir^frarcd spectroscopy, ear oximetry, blood gas 
PO 2X greater q 6-12 hr; BMR & heat * Core temperature, esophageal, rectal, bladder 
dissipation modify dose/schedule. catheter thermistors. 



MANAGEMENT 

Oxygen (lOOZ) 0 4-6 llters/mlnute via 
nasal cannula/ face mask* 



Other mitochondrial uncoupling 
agents, increased potency/more 
localized effect, e.g., FCCP, CCCP, 
perf luorooctane sulfonamide, SF- * 
6347; long chain fatty acids, and 
brown fat "thermogln", etc. 



Heat control with evaporation preventing- 
water absorbing blankets/plastic liners; 
cooling control-lf needed with tepid H^O 
spray and/or fan evaporative loss; use of 
P.O. propylthiouracil (PTU);. Decadron-I .V. 

Cardiac function, continous display of rhythm, * intravenous fluids, i.e., .85Z Saline, 
rate, blood pressure and resplracory rate; D_Wl-iNS, supplemented with appropriate 

Swan-Ganr catheter for high risk patient. milllequivalents of PO^*, Mg"^; fluid 

Renal output/function, maintain ac least l-U3ol ^^^^^e to compensate for evaporative and 
per kg /hour; observe for possible myoglobinuria urinary losses, maintain BP* 



and monitor fluid input/oucpuc . 



'Modulatlng-coatrolling agents, 
tissue specific mediators which 
modulate substrate turnover rates 
through Krebs cycle; glucagon, * 
.5-lOmg/hr-IV; dopamine(l-10 micro- 
grams/ kg/min) ; insulin-dose based 
on blood glucose; dobut amine (1-13 * 
micrograms/kg/min) ; amrinonc (5-7,5 serum creatinine 
mlcrograms/kg/mln); isoproterenol 
(.5-2 rolcrograms/min) . 



Oepatic fuoctlon tests, at target temperature; 
iosoenzyme fractionation if tumor lysis is a 
consideration . 



CHS agitation, anxiety, possible seizure pro- 
phylaxis. 

Blood chcmistry/elcctrolytes-glucose, PO4*" , 



Arrhythmia control. If needed-use of non- 
negative inotropic, or drugs that cannot 
cause cardiac decompensation in hypermet£ 
bolic state e.g., lidocaine; avoidance oi 
beta blockers and Ca"*^ channel blockers. 

Anxiety, possible seizure control with 
I.V. vallum, thiopental; avoidance of 
drugs with acropine like effects or majoi 
anti-psychotic drugs. 



DXAQIOSIS - Enhancenenc 
of NKR, PET, & Near- 
Infrared Spectroscopy. 



MEDICAL USES 




THERAFTf OF IKFECTipUS 

& MALICKANT VISEASZ 
(dosage/frequency o( 
uncoupling agent will 
be dece rained by the 
specific agent cceaced 
& use of modulating, 
enhancing, or ocher 
conblned therapy drugs. 



-^Sensitivity Increased by enhanced oecabollc difference 
betveen diseased/normal tissues, i.e., 0.* glucose, fate 
acid, ATP, phosphocreacloe & specific subscrace consuiDp 
ion; lactic acid, free radical produce Ion; early diagm 
& predictability of disease tceacmenc paramecers/succc 



>-PARASITIC (See lllustcaclve £xaaple) 

&1.5*C/I hr (or l*sg)j»,BACTERIAL (Borrella burgdorferi) 



A2*C/2 CO 8 hrs (or less) 



-^VIRAL (HIV) 



Based on predictive biopsy and use o f radiation, ^^^p^ ^<ppf ^ 



chenocheraov or biologic response nodlflers 



, s ILL USTRATIVE METHOD/ USE EXAMPLE -^ 

A 52 year old white Swiss ^^e, hunting dog trainer, preserite^^th right upper 
quadrant abdominal pain. History revealed past(24 month old) hepatic "cyst" surgery 
and treatment with albendazole (only 1 dose was given because of anaphylactic react- 
ion). He denied history of weight loss, pulmonary, cardiac or neurologic disease. 
Upon physical examination, he had a weight of 198 pounds (90 Kg), height of S'U", 
blood pressure 140/80, pulse-76 and regular, respirations 18/minute, and oral 
temperature of 37.3**C. Laboratory studies, including hepatic, renal, pulmonary and 
cardiac function tests were normal; complete blood count was unremarkable except 
for 20% eosinophilia. Ultrasound and nuclear magnetic, resonance of . the liver re- 
vealed A (2-3 cm. in diameter) cysts in the mid-right lobe; ELISA serology showed 
a diagnostic titer specific for Hydatid disease with Echinococcus multilocularis . 
The patient refused to entertain any additional surgery or albendazole therapy. 

After clinical assessment and treatment evaluation, i.e., Echinococcus multilocu- 
laris protoscoleces and germinal layers are destroyed at Al^'C/lS minutes, whereas 
liver-hepatocytes withstand temperatures of 42**C to AA'^C for known periods of 20 
hours and 15 minutes respectively, the patient was given 1 aspirin; 10 mg. diazepam 
by mouth; and, intravenous fluids of 0.85 normal saline containing 9 millimolar K^PO^ , 
7 milliequivalents of K+, and 2cc of 50% saturated solution of Mg^SO^/liter , were 
infused at a rate of 12cc/kg/hr. Urine output was maintained at Icc/kg/hour or greater. 
Esophageal (optional), rectal and foley (16 gauge) tipped bladder catheter thermistors 
gave temperature readings every two minutes within O.l^C. Cardiac rate, rhythm, blood 
pressure, and repiratory rate sensors were placed and continously displayed on a multi- 
chantiel monitor. Intravenous glucagon-2mg/hr was infused, with 1 mg given prior to DNP. 

The patient was covered with a water absorbing polyethelene lined blanket, and 
baseline respiratory gas flow/oxygen consumption (VO2) was determined using a 3 minute 
bag collection. Five minutes after intravenous adminxstration of 90 mg of dinitrophenol 
(2% DNP/5%NaHC03 at 1 mg/kg) , and determination that there was no untoward or idio- . 
syncratic reaction, an additional 90 mg of 2,4 dinitrophenol (total of 180mg, 2mg/kg 
body weight) was infused. Monitored physiologic parameters are shown in the Table below 
An additional VO^ rate was obtained five minutes after the second dose of DNP and the 
patient was thereafter placed on 100% 0^ via nasal canula. Target core temperature was 
maintained by occasional exposure of a limb and/or decreasing the glucagon infusion ra 
to 0.25 mg/hour. After the patient was maintained at a core temperature of 41.3**C for 
20 minutes, the treatment was terminated by removing the blanket and permitting eva- 
porative and radiant heat loss to return the body temperature to a normothermic level. 

TABLE 

hooltored Cllnlctl D.e* Oo KleochoodcUl Oocouplinj Ose/lUthod In lUMtr-elvB Cxaaplc 
<Tr«aca<nc of Hydatid dli*a«e-£chlno€OCCtt» suit llocularU) 



rate 



TLnc 
(oLnuCts) 


HcdtcAtlon I<ap. Rntc-^- 
(cy7« & dose) (brtachs/ala) 


ConsuapcloQ 
(ol/alo) 


Cardiac ILato 
(b«acs/3£a) 


Urlac Oucput 
(eotal mi) 


Core Tcap* 

fc> 


Ocbcr 
(tesurks) 






18 


290 


7B 




37.1 


Fluids e 10-12CC 


-60 


t.V. Fluids - .851 




per kt/heur* 




XS 9 O.S L/hour 


20 




78 


47 


37.1 


Hcpaclc Krcbs Cycle 


-30 


Clucajon-XV Orlp 




SClnulsClOR. 




Q las/hour 


20 




68 


38 


37.4 


Covered with poly- 


0 


2,t-dtnlcroph«nol-90ri 




ethylene blankec. 




IV la 4.5«l of 5Z.MaKC03 












2 


(prepared by dlasolvlni 
2.3c» O.SP(L3Z HjO) la iZ 
KaMCOj-ftvlnj 21 solucloa) 

2 , 4 -d la 1 1 CO ?h« nol-9 Ocj 


24 


330 






37.8 


Increased Oj cbn- 
suopclon precedes 


S 


26 




98 




37.8 


Ccnp. clevaclon. 




IV la 4,5qX of JXJIaHCOj 


30 


630 


no 


15 


39.4 


After V02«i«c«f»in«'' 


10 


Fluids Increased Co 


lOOS Oj fl * U»tn 




1.2 L/hour; scare Oj 










40.3 


vU nasal cannula. 


20 




30 




120 


18 






30 




138 


28 


41.4 


Lower ««tre«lcy 1* 


40 


Clucafion -tV Drip 




psrc tally exposed. 




decreased to O.Sat/hr 


30 




140 


30 


4J,2 


ftlankec removed 


60 


Clucacon dLseondnued 






All checolstors 


24 




lOO 


98 


38.4 


120 


IV Cluld dtscoAClnued 






rcsoved 




OCTOBER 16, 2001 

FULBRIGHT & JAWORSKI LLP 
DAVID L. FOX 
13 01 MCKINNEY 
SUITE 5100 

HOUSTON, TX 77010-3*095 
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To the Honorable Commissioner of Patents and Trademarks: 



1. Name of conveying party(ies): 
Nicholas Bachynsky 

Additional nanie(s) of conveying party(ies) attached? 
□ Yes la No ^ §0 

'1 


2. Name and address of receiving party(ies): 
Name: Texas Pharmaceuticals. Inc. 
Internal Address: 

Street Address: 70 1 W. 4* Street 


Citv: Texarkana 
State* TX Zio" 75501 


3. Nature of Conveyance: 




la Assignment □ Merger 




□ Security Agreement □ Change of Name 




□ other 


Additional name(s) & address(es) attached? 


Execution Date; March 4. 1 998 


□ Yes ta No 



4. Application nuihber(s) or patent number(s): PCTAJS99/ 16940 

If this document is being filed together with a new application, the 

execution date of the application is:_ , 

A. Patent Application No.(s): I Patent No.(s) 

Additional numbers attached? □ Yes El No 



5. Name and address of party to whom correspondence 
concerning docimient should be mailed: 



Name: 



David L. Fox 



Internal Address: Fulbrieht & Jaworski LLP 
Street Address: 1301 McKinnev 



Suite 5100 



City:, 



Houston 



State: TX 



Zip: 77010-3095 



6. Total nimiber of applications and patents involved: 
1 



7. Total fee (37 CFR3,41): $ 40.00 

Kl Enclosed 



□ AutJiorized to be charged to deposit account 

8. Deposit account number: L-^ ^ 

(Attach duplicate copy of thii page if paying by dcpwit account) 



DO NOT USE THIS SPACE 



9. Statement and signature. 

To the best of my knowledge and belief, the foregoing information is true and correct and any attached copy is a 
true copy of the original document. 



David L. Fox 



Name of Person Signing 




•l-7^ulv^000 



Total number of jsges including cover sheet, attachments, and document 



P CT/U0Q9/lCgi0 



OCT 2 3 2001 



10/11/2001 PVOLPL ^v)000UOJ 

Mail doi 

01 TC:5ai 



to b| recorded with required cover sheet informatii 
rommissionel of Patents & Trademarks, Box Assignments 
Washington, D.C. 20231 



Attnrnrv; 




NON-COMPETITION AGREEMENT 



THIS NON-COMPETITION AGREEMENT (this " AQreement ") dated as of 
March 4, 1998, is by and between NICHOLAS BACHYNSKY, whose address for the 
purposes of this Agreement is 701 W. 14th Street, Texar!<ana, Bowie County, Texas 
75501 (the " Seller ") and TEXAS PHARMACEUTICALS, INC., a Texas corporation, 
whose address for the purposes of this Agreement is 701 W. 1 4th Street, Texarkana,' 
Bowie County, Texas 75501 (the " Purchaser "). . ' 

RECITALS: 

A. Seller and Purchaser have entered into an Agreement For Sale of 
Invention and Related Rights dated as of March 2, 1998 (the " Sales Agreement ") 
pursuant to which, among other things, Purchaser has agreed to purchase from Seller, 
and Seller has agreed to sell to Purchaser, certain assets of Seller described therein, 
including (without limitation) Seller's invention of a use and method of inducing 
intracellular hyperthermia and free radical flux through the use of dinitrophenol and 
other mitochondrial uncoupling agents in the treatment of infectious and malignant 
disease (the " Invention ") and all rights of Seller under any and all disclosure 
documents, patents and patent applications relating thereto in all countries of the 
world and all other rights related to the Invention (the " Assets "). 

B. Seller possesses certain confidential information relating to the Invention 
which is proprietary in nature and which is not and will not be generally disclosed. 
To induce Purchaser to enter into the Sales Agreement and to purchase Seller's 
Assets, Seller has agreed to enter into this Agreement to assure Purchaser that Seller 
will not use Seller's confidential information in a manner which will injure the 
commercial value of the Invention or the Assets. 

NOW, THEREFORE, in consideration of the premises and other good and 
valuable consideration, the receipt and sufficiency of which are hereby acknowledged. 
Seller and Purchaser hereby covenant and agree as follows: 

T. Covenan t Not To Compete . Seller hereby covenants that commencing 
upon the date hereof and continuing until November 1, 2005, Seller shall not, unless 
acting as an employee or licensee of the Purchaser, own, manage, operate, join, 
control or participate in, directly or indirectly, or derive any benefits whatever from, 
or be an officer, director, employee, partner, agent, consultant or shareholder of, any 
business engaged in any activity that is in "Competition" in any manner whatsoever 
with the business of Purchaser in the "Specified Geographical Area," and Seller shall 
not render assistance or advice to any person, firm or enterprise which is so engaged. 
For purposes of this paragraph. 
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(a) " Competition " means the treatment of patients using methods 
covered by the Invention or otherwise using dinitrophenol or other 
mitochondrial uncoupling agents; and 

(b) " Specified Geographical Area " means the United StatP<: nf Amprir? 
and any location in any country in which Purchaser holds a patent or patent 
application upon the Invention. 

2. Payments in Consideration of Covenant Not To Com pete, in considera- 
tion of the covenants of Seller set forth in paragraph 1 above, Purchaser has 
purchased from Seller the Assets for the consideration set forth in the Sales 
Agreement. 

3. Entire Ac reement . This Agreement constitutes the entire agreement 
between the parties hereto with respect to the subject matter of this Agreement and 
supersedes and is in full substitution for any and all prior agreements and 
understandings whether written or oral between said parties relating to the subject 
matter of this Agreement, except as set forth in the Sales Agreement. 

4. Amendment . This Agreement may not be amended or modified in any 
respect except by an agreement in writing executed by the parties in the same manner 
as this Agreement. 

5. Assignment . This Agreement may be assigned without the consent of 
Seller in connection with the sale, transfer or other assignment of all or substantially 
all of the assets acquired by the Purchaser from the Seller under the Sales Agreement. 

6. Heirs- and Successors . This Agreement shall be binding upon and shall 
inure to the benefit of and be enforceable by each of the parties and their respective 
heirs, legal representatives, successors and assigns. 

7. Invalid Provisions . If any provision of this Agreement is held to be illegal, 
invalid or unenforceable under present or future law effective during the term hereof, 
such provision shall be fully severable. This Agreement shall be construed and 
enforced as if such illegal, invalid or unenforceable provision had never comprised a 
part hereof and the remaining portions hereof shall remain in full force and effect and 
shall not be effected by the illegal, invalid or unenforceable provision or by its 
severance herefrom. Furthermore, in lieu of such illegal, invalid or unenforceable 
provision there shall be added automatically as part of this Agreement a provision 
similar in terms to such illegal, invalid or unenforceable provision as may be possible 
and be legal, valid and enforceable. 

8.. Specific Performance . Seller acknowledges that Seller's breach of the 
provisions of Section 1 of this Agreement will cause irrevocable harm to Purchaser, 
for which there may be no adequate remedy at law and for which the ascertainment 
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of damages would be difficult- Therefore, Purchaser will be entitled, in addition to, 
and without having to prove the inadequacy of, other remedies at law (including 
without limitation damages for prior breaches hereof), to specific performance of this 
Agreement, as well as injunctive relief (without being required to post bond or other 
security). 

9. Notice . All notices, consents, requests, approvals or other 
communications in connection with this Agreement and all legal process in regard 
hereto shall be in writing and shall be deemed validly delivered, if delivered personally 
or sent by certified mail, postage prepaid. Unless changed by written notice pursuant 
hereto, the address of each party for the purposes hereof is the address set forth on 
page 1 of this Agreement. Notice given by mail shall be deemed delivered only when 
actually received. 

10. Descriptive Headings . The descriptive headings of the several sections 
of this Agreement are inserted for convenience only and shall not control or affect the 
meaning or construction of any of the provisions hereof. 

1 1 . GOVERNING LAW , THIS AGREEMENT SHALL BE GOVERNED BY AND 
CONSTRUED AND ENFORCED IN ACCORDANCE WITH THE LAWS OF THE STATE 
OF TEXAS (OTHER THAN THE CHOICE OF LAW PRINCIPLES THEREOF). 

IN WITNESS WHEREOF, the parties have duly executed this Non-Competition 
Agreement as of the date first above written. 



SELLER: 




PURCHASER: 



TEXAS PHARMACEUTICALS, INC., a Texas 
corporation 




DATE: g/fey^f 
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PROMISSORY NOTE 



DATE : March 2, 1998 

MAKER; TEXAS PHARMACEUTICALS. INC., a Texas corporation 

MAKER'S M AILING ADDRFSS ; 701 W. 14th Main Street 

Texarlcana, Texas 75501 

PAYEE : NICHOLAS BACHYNSKY 

PLACE FOR PAYMENT: 701 W. 14th Street, Texarkana, Bowie County, Texas 

75501 

PRINCIPAL AMOUNT: THIRTY-FIVE THOUSAND DOLLARS US ($35,000.00 US) 

ANNUAL INTEREST RATF ON UNPAID PRINCIPAL FROM DATF - Six and one-half 
percent (6 y2%) 

ANNUAL INTEREST RAT E ON MATURED. UNPAID AMOUNTS : Ten percent (10%) 

TERMS OF PAYMENT (PRINCIPAL AND INTEREST! : All principal and interest 
hereunder shall only be due and payable upon the earlier to occur of (1) ninety (90) 
days after the date upon which Maker has obtained a United States Patent upon the 
use and method described as the Invention in the Agreement For Sale of Invention and 
Related Rights between Maker and Payee, of even date herewith, or (2) March 1. 
2002. Payments will be credited first to the accrued interest and then to reduction 
of principal. 

SECURITY FOR PAYMENT: This note is secured by a purchase money security 
interest granted in Security Agreement of even date herewith executed by Payee, as 
secured party, and Maker, as debtor. 

Maker promises to pay to the order of Payee at the place for payment and 
according to the terms of payment the principal amount plus interest at the rates 
stated above. 

If Maker defaults in the payment of this note or in the performance of any 
obligation in any instrument securing or collateral to it. and the default continues after 
Payee gives Maker notice of the default and the time within which it must be cured, 
as may be required by law or by written agreement, then Payee may declare the 
unpaid principal balance and earned interest on this note immediately due and payable. 
Maker and each surety, endorser and guarantor waive all demands for payment. 
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presentations for payment, notices of intention to accelerate maturity, notices of 
acceleration of maturity, protests, and notices of protest, to the extent permitted by 
law. 

If this note or any instrument securing or collateral to it is given to an attorney 
for collection or enforcement, or if suit is brought for collection or enforcement, or if 
it is collected or enforced through probate, bankruptcy, or other judicial proceeding, 
then Maker shall pay Payee all costs of collection or enforcement, including reasonable 
attorney's fees and court costs, in addition to other amounts due. Reasonable 
attorney's fees shall be ten percent (10%) of all amounts due unless either party 
pleads otherwise. 

Interest on the debt evidenced by this note shall not exceed the maximum 
amount of non-usurious interest that may be contracted for, taken, reserved, charged 
or received under law; any interest in excess of that maximum amount shall be 
credited on the principal of the debt or, if that has been paid, refunded. On any 
acceleration or required or permitted prepayment, any such excess shall be canceled 
automatically as of the acceleration or prepayment or, if already paid, credited on the 
principal of the debt or, if the principal of the debt has been paid, refunded. This 
provision overrides other provisions in this and all other instruments concerning the 
debt. 

Each Maker is responsible for all obligations represented by this note. When 
the context requires, singular nouns and pronouns include the plural. 

In the event default occurs in the timely and prompt payment of all or any part 
of the indebtedness evidenced by this note, any judicial proceedings against Maker 
shall be limited to the preservation, enforcement and foreclosure of the liens, rights, 
properties and estates of the Security Agreement securing this note, and Maker shall 
have no personal liability for the repayment of this note. No attachment, execution 
or other writ of process shall be sought, issued or levied upon any assets, properties 
or funds of Maker or any agent, employee or other person or entity affiliated with the 
Maker. 

MAKER: 



TEXAS PHARMACEUTICALS, INC., a Texas 
corporation 




TITLE: 
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SECURITY AGREEMENT 

This SECURITY AGREEMENT (this " Agreement ") is madR Pffprtiwo this ^th day 
of March, 1998, by and between TEXAS PHARMACEUTICALS, INC., a Texas 
corporation, whose address is 701 W, 14th Street, Texarkana, Bowie County, Texas 
75501 (the " Borrower ") and NICHOLAS BACHYNSKY, an individual whose address 
for the purposes of this Agreennent is 701 W. 1 4th Street, Texarkana, Bowie County, 
Texas 75501 (the " Secured Party "). 

RECITALS: 

A, This Agreennent is being executed in connection with Secured Party's 
agreement to sell, and Borrower's agreement to purchase certain property, a 
portion of the purchase price of which is evidenced by that certain Promissory 
Note of even date herewith in the principal sum of $35,000.00, executed by 
Borrower and payable to Secured Party. Such transaction is more particularly 
described in that certain Agreement For Sale of Invention and Related Rights 
dated as of March 2, 1998, between Secured Party, as seller, and Borrower, 
as purchaser (herein, the " Sales Agreement "), 

B. As inducement to Secured Party to consummate the sale described in the Sales 
Agreement and to accept as part of the . consideration for such sale the 
Promissory Note, Borrower is simultaneously herewith providing a security 
interest in Borrower's right, title and interest in and to the Collateral Security 
(hereafter described) to Secured Party. 

AGREEMENT : 

NOW THEREFORE, in consideration of the foregoing and for other good and 
valuable consideration, receipt of which is hereby acknowledged. Borrower and 
Secured Party hereby agree as follows: 

Section 1 . Definitions . The following terms shall have the definitions set forth 

below: 

" Code " shall mean the Uniform Commercial Code as adopted in the State 
of Texas as the Business and Commerce Code, as amended from time to time. 

" Collateral Security " shall mean the collateral described in Section 4 

hereof. 

" Effective Date " shall mean the date hereinabove first set forth. 
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" Event of Default " shall mean any condition or occurrence defined as an 
Event of Default in Section 8 hereof. 

" Promissory Note " shall mean that certain Promissory Note of even date 
herewith in the principal sum of $35,000.00, executed by Borrower and payable to 
Secured Party. 

" Obligation " is defined in Section 3 hereof. 

" Potential Default " shall mean an event or occurrence which, with notice 
or the passage of time, or both, would constitute an Event of Default hereunder or 
under any of the Financing Documents. 

" Security Interest " is defined in Section 2 hereof. 

All other capitalized terms not defined in this Section 1 shall have the meaning 
set forth for such terms elsewhere in this Agreement. In the definitions set forth 
herein the plural includes the singular, and the use of the singular includes the plural. 

Section 2 . Security Interest . 

(a) Borrower hereby grants to Secured Party security interests in and to 
all of the Collateral Security to secure the payment and performance of the Obligation; 
such security interests are in addition to, and not in lieu of, any other security interest 
granted, now or hereafter, by Borrower to Secured Party. 

(b) The security interests granted herein by Borrower are collectively 
referred to as the " Security Interest ." 

Section 3 . Obligation . This Security Agreement and the Security Interest 
granted hereby secure the payment and performance of the monetary obligations of 
Borrower (in the capacity of Maker) under the Note. 

Section 4 . Collateral Security: Duty to Supolement Collateral Security . 

(a) The Security Interest granted hereby by Borrower shall cover the 
following collateral: 

(i) All of Borrower's right, title and interest in and to the following 
rights, interest, and property acquired from Secured Party pursuant to the Sales 
Agreement or related thereto: 

(1) the uses, methods and therapies of inducing 
intracellular hyperthermia and free radical flux through the use of dinitrophenol and 
other mitochondrial uncoupling agents in the treatment of infectious and malignant 
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disease (the " Invention "): 

(2) Borrower's rights, powers, interests and title in the 
methods, uses, procedures, protocols and other matters contained in, related to or 
arising in connection with the subject matter of or otherwise related to said Invention; 

(3) All applications for patent or like protection on said 
Invention by Borrower or Borrower's legal representatives, in any and all countries. 

(4) All patents and like protection hereafter granted on 
said Invention to Borrower or Borrower's legal representatives, in any and all countries 
of the world. 

(5) All substitutions for and divisions, continuations, 
continuations-in-part, renewals, reissues, extensions, and the like of said applications 
and patents and like grants, including, without limitation, those obtained or 
permissible under past, present and future law and statutes. 

(6) All rights of action on account of past, present and 
future authorized or unauthorized use of said Invention and for infringement of said 
patents and like protection. 

(7) Allinternationalrightsof priority associated with said 
Invention, disclosure filings, applications, patents and like protection. 

(b) All of the collateral described in this Section 4 is collectively referred 
to as the " Collateral Security ." 

(c) The provisions of this Security Agreement shall not be construed to 
permit the sale, assignment, anticipation, encumbrance or other hypothecation or 
disposition in any manner of the Collateral Security or any interest therein until the 
Obligation shall have been satisfied in full. 

(d) Absent both an Event of Default and a Potential Default hereunder, 
and subject to the provisions of Section 7 concerning payment of certain fees and 
expenses authorized by this Security Agreement, Borrower shall have the right to 
receive and own free of any security interest hereunder all income, revenue and 
benefits accruing from the Collateral Security. 

Section 5 . [intentionally omitted] 

Section 6 . Representations and Warranties of Borrower . Borrower hereby 
represents, warrants and covenants that upon execution of this Security Agreement, 
and at all times subsequent thereto: 
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(a) Except for the Security Interest granted hereby, to the best of 
Borrower's actual knowledge. Borrower owns the Collateral Security free from any 
lien, security interest, claim or encumbrance. 

(b) Borrower has all requisite corporate power to enter into this Security 
Agreement and any and all other documents executed in connection herewith and to 
pledge the Collateral Security. 

(c) This Security Agreement and any and all other documents executed 
in connection herewith constitute and shall constitute the legal, valid and binding 
obligation of Borrower enforceable in accordance with the terms thereof. 

Section 7 . Borrower's Covenants . Borrower further represents, warrants, 
agrees and covenants that: 

(a) Borrower, upon request of Secured Party, will execute, cause to be 
acknowledged and deliver any and all further documents to effect the agreements 
herein contained, and to preserve and protect the Collateral Security and the Security 
Interest and to cause to be delivered to Secured Party the Collateral Security upon the 
occurrence of an Event of Default hereunder, as set forth in Section 8 : and 

(b) Borrower will reimburse to Secured Party all reasonable costs 
incurred by Secured Party in the enforcement of this Security Agreement following an 
Event of Default hereunder, as set forth in Section 8 . 

Section 8 . Events of Default . Borrower shall be in default under this Security 
Agreement upon the occurrence of any of the following events or conditions expressly 
set forth below^^each herein an " Event of Default "): 

(a) an event of default of Borrower shall occur under the Note; or 

(b) Borrower shall default in the timely performance of any 
obligation, covenant, agreement or liability contained herein. 

Section 9 . Remedies of Secured Party Upon Event of Default . 

(a) At any time after the occurrence of an Event of Default hereunder, 
Secured Party, may, at its option, do any or all of the following: 

(i) Exercise any or all of Secured Party's rights and remedies under 
this Security Agreement or under the Code with respect to all or any portion of the 
Collateral Security; 

(ii) Exercise any and all of the rights and remedies provided to a 
secured creditor by the Code or at law or in equity; 
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(iii) Terminate Borrower's rights, if any, to possess and exercise 
any rights in and to the Collateral Security. If Secured Party exercises this remedy, it 
may do all things which, in Secured Party's discretion, are necessary for the 
administration or preservation of the Collateral Security without notice to or approval 
by Borrower. 

(b) In the collection and enforcement of Collateral Security, Secured 
Party is hereby irrevocably and fully empowered by Borrower, as its agent and 
attorney-in-fact, to (i) sue in Borrower's name or in the name of Secured Party or in 
the name of any nominee of Secured Party with respect to the Collateral Security 
pledged hereunder, and (ii) exercise and enforce any and all rights of Borrower and/or 
Secured Party relating to the Collateral Security. 

Section 10 . Parties Bound . The rights of an benefits to Secured Party under 
this Security Agreement shall inure to the benefit of its heirs, legal representatives and 
assigns. The terms of this Security Agreement shall be binding upon the heirs, legal 
representatives and assigns of the parties hereto. All representations, warranties and 
agreements of Borrower shall bind Borrower's heirs, legal representatives and assigns. 
All references herein to Borrower or to Secured Party shall be deemed to include their 
respective heirs, legal representatives and assigns. 

Section 1 1 . Notices . All notices, advices, demands, requests, consents, 
statements, satisfactions, waivers, designations, refusals, confirmations or denials 
given pursuant to, or in connection with, this Security Agreement must be in writing, 
be either personally served, sent via overnight courier, telecopied, or sent with return 
receipt requested by registered or certified mail with postage (including registration 
or certification charges) and be addressed as set forth in the first sentence of this 
Agreement, or to any such other person or at such other place as Borrower or Secured 
Party may form time to time designate by written notice to the other. 

Any matter so served upon or sent to Secured Party or Borrower in the manner 
aforesaid, shall be deemed sufficiently given for all purposes hereunder on the date 
the same was sent via overnightcourier, personally delivered, or telecopied, or on the 
third {3rd) business day after the same shall have been deposited in a United States 
Post Office, except that notices of changes of address shall not be effective until 
actual receipt. Where no longer notice period is expressly required hereunder, notice 
so given at least five (5) days prior to the related action (or if the Uniform Commercial 
Code elsewhere specifies a longer period, such longer period) shall be deemed 
reasonable. 

Section 12 , Modifications . No provision hereof shall be modified or limited 
except by a written agreement expressly referring hereto and to the provision so 
modified or limited and signed by both parties to this Security Agreement, nor by 
course of conduct, usage of trade or by the law merchant. 
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Section 13 . Severability . The unenforceability of any provision of this Security 
Agreement shall not affect the enforceability or validity of any other provision hereof. 

Section 14 . Financing Statement . Secured Party and Secured Party's agent 
are each of them authorized on behalf of Borrower, as Borrower's agent and attorneiy- 
in-fact for such purpose, to complete and sign one or more financing statements with 
respect to any Collateral Security covered by this Security Agreement and to file the 
same in any appropriate office or place. 

Section 15 . Aoolicable Law . THIS SECURITY AGREEMENT SHALL BE 
CONSTRUED ACCORDING TO THE LAWS OF THE STATE OF TEXAS. 

Section 16 . Limitation on Aoreements . All agreements between Borrower and 
Secured Party, whether now existing or hereafter arising and whether written or oral, 
are hereby expressly limited so that in no contingency or event whatsoever, or by 
whatever cause or reason, shall the amount paid, or agreed to be paid to Secured 
Party for the payment or performance of any covenant or obligation contained herein 
or in by other document evidencing, securing or pertaining to the Obligation or the 
Collateral Security, exceed the maximum amount permissible under applicable usury 
law. If from any circumstances whatsoever fulfillment of any provision hereof or of 
any of such other documents, at the time performance of such provisions shall be 
due, shall involve transcending the limit of validity prescribed by usury law, then, ipso 
facto, the obligation to be fulfilled shall be reduced to the limit of such validity, and 
if from any such circumstance Secured Party shall ever receive as interest or 
otherwise an amount which would exceed the highest lawful rate, such amount which 
would be excessive interest shall be added to the Collateral Security, to be held, 
applied and invested and released to Borrower as provided in this Security Agreement. 
All sums paid or^ agreed to be paid to Secured Party for the use, forbearance or 
detention of any indebtedness of Borrower to Secured Party arising hereunder shall, 
to the extent permitted by applicable usury law, be amortized, prorated, allocated and 
spread throughout the full term of this Security Agreement until performance or 
payment in full of all Obligation so that the actual rate of interest on account of such 
indebtedness in uniform throughout the term thereof. 

Section 17 . Further Assurances . Borrower covenants that it shall deliver any 
and all such further documents, instruments and agreements as Secured Party may 
reasonably require to give effect to the provisions of this Security Agreement, all in 
form and substance reasonably satisfactory to Secured Party. 

Section 18 . Cumulative Remedies . All rights, powers and remedies of Secured 
Party under this Security Agreement and any and all other documents, instruments 
and agreements relating thereto are cumulative and not exclusive and shall be in 
addition to any other rights, powers or remedies provided by law or equity. No 
limitations or qualification on any right, power, or remedy of Secured Party any other 
document, instrument or agreement regardless of any conflict between any of the 
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obligations of Borrower under different documents. Instruments or agreements such 
conflict shall be resolved by permitting Secured Party to enforce the provisions which 
are more favorable to Secured Party, unless it is otherwise expressly stated jn one 
such document, instrument or agreement that it supersedes or qualifies such other 
documents, instruments or agreements. 

Section 19. Cogntgrpart?. This Security Agreement may be executed in any 
number of counterparts and by different parties in separate counterparts, each of 
which when which counterparts taken together shall constitute but one and the same 
instrument. 

EXECUTED AND DELIVERED as of the date and year first above written. 

BORROWER: 

TEXAS PHARMACEUTICALS, INC., a Texas 
corporation 




TITLE: 



SECURED PARTY: 
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STATE OF TEXAS 
COUNTY OF B^AIC. 



BEFORE ME, the undersigned authority, on this day personally appeared 
NICHOLAS BACHYNSKY known to me to be the person whose name is subscribed 
to the foregoing instrument, and acknowledged to me that he executed the same for 
the purposes and consideration therein expressed. 

GIVEN UNDER MY HAND AND SEAL OF OFFICE, this the ^tzJL day of March 
1998. 




IIAOHLENBUSCH 
ION EXPIRES 

May 4, 2000 



Notarv^ublic Signature 

Notary Printed Name 

Commission Expires: ' Q 



STATE OF TEXAS 
COUNTY OF 



BEFORE ME, the undersigned authority, on this day personally appeared JAMES 
J. NAPLES, President of TEXAS PHARMACEUTICALS, INC., a Texas corporation, 
known to me to be the person whose name is subscribed to the foregoing instrument, 
and acknowledged to me that he executed the same for the purposes and considera- 
tion therein expressed and in the capacity therein stated, as the act and deed of said 
corporation. 

GIVEN UNDER MY HAND AND SEAL OF OFFICE, this the day of March, 

1998. " 




PATiY HAMILTON 

(SEJadL^fv Public 

stole of Texas 
Commission Expires 1 )-9-98 



Notary 



f Public Signature 



gnature 



Notary Printed Name 
Commission Expires:. 
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Warrant # W001 to Purchase 500.000 shares of Common Stnr.k ($0.01 oar valuai 

WARRANT OF 

TEXAS PHA RMACEUTICALS. INC.. A T EXAS HnRPORATinM 

THIS WARRANT OF TEXAS PHARMACEUTICALS, INC., A TEXAS 
CORPORATION (this " Warrant ") certifies that, for value received, the Registered 
Owner is entitled, subject to the terms and conditions of this Warrant, until the 
expiration date, to purchase the stated number of shares of the Common Stock, par 
value $0.01 (the " Common Stock ") of TEXAS PHARIVIACEUTICALS, INC., a Texas 
corporation (the " Corporation ") from the Corporation at the purchase price shown 
below, on delivery of this Warrant to the Corporation with the e>^ercise form duly 
executed and payment of the purchase price (in cash or other consideration 
acceptable to the Corporation) for each share purchased. 

REGISTERED OWNER: Nicholas Bachynsky, 701 W. 14th Street, . 

Texarkana, Texas 75501. 

PURCHASE PRICE: At par. 

EXPIRATION DATE: 3:00 P.M., December 31, 1999, unless 

sooner terminated under this Warrant. 

TERMS 



1- Corporati on's Covenants as to Common Stock . Shares deliverable on the 
exercise of-this Warrant will, at delivery, be fully paid and non-assessable, free 
from taxes, liens and charges with respect to their purchase. The Corporation 
will take any necessary steps to assure that the par value per share of the 
Common Stock is at all times equal to or less than the then current Warrant 
purchase price per share of the Common Stock issuable pursuant to this 
Warrant. The Corporation shall at all times reserve and hold available sufficient 
shares of Common Stock to satisfy all purchase rights of outstanding options 
and warrants. 

2. Method of Exercise . The purchase rights represented by this Warrant are 
exercisable solely by the Registered Owner in whole at any time. This Warrant, 
does not, prior to exercise, entitle the Registered Owner to any voting rights or 
other rights as a stockholder of the Corporation, or to any other rights 
whatsoever except the rights herein expressed. No dividends or distributions 
are payable or will accrue on this Warrant or the shares available for purchase 
hereunder until this Warrant is exercised. 

3. Transfer. This Warrant is not transferable. The Corporation shall not 
recognize any purported attempt to transfer this Warrant by Registered Owner 
or any other person or authority. 




Recognition of Regist ered Owner . The Corporation shall treat the 
Registered Owner as the person exclusively entitled to receive notices and 
otherwise to exercise rights hereunder. 

Effect of Certain Evpnts. If the Corporation, by stock dividend, split, 

reverse split, reclassification of shares, or otherwise, changes as a whole the 
outstanding Connmon Stock into a different number ()f class of shares, then- 

a. the number and class of shares so changed will, for the purposes of this 
Warrant, replace the shares outstanding immediately prior to the change; 
and 



b. the Warrant purchase price in effect, and the number of shares available 
for purchase under this Warrant, immediately prior to the date upon 
which the change becomes effective, shall be proportionately adjusted 
(the price to the nearest cent). Irrespective of any change in the Warrant 
purchase price or the number of shares purchasable under this or any 
other Warrant of like tenor, the Warrants theretofore or thereafter issued 
may continue to express the Warrant purchase price per share and the 
number of shares available for purchase as the Warrant purchase price 
per share and the number of shares available for purchase were 
expressed in the Warrants when initially issued. 

Notice of Adjustment. On the happening of an event requiring an adjustment 
of the Warrant purchase price or the shares available for purchase hereunder, 
the Corporation shall forthwith give written notice to the Registered Owner 
stating the adjusted Warrant purchase price and the adjusted number and kind 
of securities or other property available for purchase hereunder resulting from 
the event and setting forth in reasonable detail the method of calculation and 
the facts upon which the calculation is based. The Board of Directors of the 
Corporation, acting in good faith, shall determine the calculation. 

Notice and Effect o f Dissolution . In case a voluntary or Involuntary 
dissolution, liquidation, or winding up of the Corporation is at any time 
proposed, the Corporation shall give written notice to the Registered Owner at 
least thirty (30) days in advance of such event, if possible. Such notice shall 
contain (a) the date oh which the transaction is to take place; (b) the record 
date as of which holders of Common Stock will be entitled to receive 
distributions as a result of the transaction; (c) a brief description of the 
transaction; (d) a brief description of the distributions to be made to holders of 
Common Stock as a result of the transaction; and (e) an estimate of the fair 
value of the distribution. On the date of the transaction, if it actually occurs, 
this Warrant and all rights hereunder will terminate if this Warrant has not been 
exercised by the Registered Owner. 
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Noiices. Notices shall be given by first class mail, postage prepaid, 
addressed to the registered owner at the address shown above or other address 
as may be hereafter provided to the Corporation. No notice to warrant holders 
is required except as herein specified. 



[To be executed by the Registered Owner to exercise the Warrant] 

The undersigned hereby surrenders and delivers this Warrant to TEXAS 
PHARMACEUTICALS, INC., a Texas corporation, together with the cash payment of 
$5,000.00 (or other consideration acceptable to Corporation) for the purchase of 
500,000 shares of Common Stock or such other number of shares as shall be equal 
to fifty percent (50%) of the total outstanding shares of all classes of stock in TEXAS 
PHARMACEUTICALS, INC., a Texas corporation. 



TEXAS PHARMACEUTICALS, INC., a Texas 
corporation 



TITLE: P/i/'T/DSA/T 
DATE: ^/G/^f 




EXERCISE FORM 



[Please sign exactly as name appears on Warrant] 



NICHOLAS BACHYNSKY 



Taxpayer ID No. 



Date: 



BY: 
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SCHEDULE 1 TO ASSIRNMFMT 



INVENTION 



This invention provides a medical method for: (1 ) prevention of life threatening 
hypothermia; (2) enhancing magnetic resonance spectroscopy and positron emission 
tomographic metabolic imaging; and (3) treatment of resistant neoplastic and 
infectious disease by concurrent administration of dinitrophenol [or other mitochondrial 
thermoregulatory uncoupling agents, e.g.. carbonylcyanide m-chorophenylhydrazone 
(CCCP), carbonylcyanide-p-trifluoromethoxy-phenylhydrazone (FCCP), recombinant 
brown fat type protein, or lipid proton ionophores] and respiratory oxygen, intravenous 
fluids, anti-platelet drugs, as needed cooling, and specific metabolic, activating 
cytokines [e.g.. recombinant tumor necrosis factor (TNF), interferons, etc.], hormones 
(e.g., glucagon), and other medications to control and focally enhance the 
mitochondrial uncoupling effects. 

The present invention avoids the use of labor intensive, complex hyperthermia 
equipment, including invasive extracorporeal perfusion, with its associated thermal 
gradient toxicity problems to interposed normal tissues, inherent to all therapeutic 
methods of delivering heat from the outside-in. A new use{s)/method of generating 
intracellular oxygen derived free radicals, and heating from within the cell has been 
discovered for dinitrophenol (or other oxidative phosphorylation uncouplers) in 
prevention of cold injury, and treatment of free radical-thermosensitive parasites (e.g., 
Echinococcus), bacteria {e.g.. Borrelia burgdorferi), lipid enveloped viruses (e.g., HIV), 
and neoplasia (e.g.. gastric adenocarcinoma). It has further been discovered that 
cataracts, induced by dinitrophenol in the treatment of chronic obesity, can be 
prevented by concomitant administration of a variety of free radical scavenging 
agents, including tocopherol, ascorbic acid, and beta-carotene. 

Briefly, the present invention is a new use(s)/method of inducing increased, 
intracellular free radical flux and hyperthermia, including the procedure of administrat- 
ing dinitrophenol to patients in doses sufficient to denature and inactivate targeted 
biologic systems. Concurrent administration of tissue selective activating hormones, 
biologicals or drugs permits greater enhancement of the therapeutic index, while 
physiologic gain cooling, fluids, respiratory oxygen, and monitoring procedures permit 
safe therapeutic control. The figure on the attached page depicts an example 
use(s)/methodology of this process in an algorithm. 



ATTORNEY REPRESENTATION AGREEMENT 



RE: Assignment of Invention and Related Rights by NICHOLAS 
BACHYNSKY (" Seller ") to TEXAS PHARMACEUTICALS, INC., A TEXAS 
CORPORATION (" Buyer ") . concerning a novel use and method of 
inducing intracellular hyperthermia and free radical flux 
through the use of dinitrophenol and other mitochondrial 
uncoupling agents in the treatment of infectious and malignant 
disease. 

REPRESENTATION . The legal instruments involved in the above- 
referenced sale of invention and related rights have been 
prepared for and on behalf of Buyer by GOODE, CASSEB & JONES, 
a Professional Corporation, Attorneys at Law (" Goode, Casseb 
& Jones ") . The undersigned acknowledges that Goode, Casseb & 
Jones has acted only as counsel to Buyer, and has not, in any 
manner, undertaken to assist or render legal advice to the 
undersigned with respect to this transaction, the subject 
matter of the transaction, or with respect to any of the 
documents or instruments being executed in connection 
therewith. The undersigned further acknowledges that he is 
aware that he may retain his own legal counsel to advise him 
regarding the transaction and/ or to review and render advice 
concerning any of the documents or instruments being executed 
in connection therewith and has in fact sought such advice 
from Robert White, Attorney at Law. 



DOCUMENT REVIEWED . The undersigned hereby acknowledges 
receiving and reading a copy of this Attorney Representation 
Agreement and by the undersigned's signature affirms the 
acknowledgment of the undersigned to the accuracy of the above 
statements and the undersigned's agreement thereto. 



NICHOLAS BACHYNSK 
March 4, 1998 
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AGREEMENT FOR SALE OF INVENTION AND RELATED RIGHTS 

THIS AGREEMENT FOR SALE OF INVENTION AND RELATED RIGHT c; fi-hi^ 
" Agreement ") is made and entered into as of July^20 ^98 and 

?rc% W \°4V5r"f '"of^^ 1°^ Purposes^f°thfs'IgreLeS? 

is c/o 701 W. 14th Street, Texarkana, Bowie County, Texas 7550i 
(herein "Seller"), and TEXAS PHARMACEUTICALS, INC a Texas 
?O^T'L'?S'stre°:? "t''""^" for the purposes of ihif AgreemenHs 
" PurcAasP.r M) ^ Texarkana, Bowie County, Texas 75501 (herein 

FACTS 

4.V f.^-^-^^^. assisted NICHOLAS BACHYNSKY ("Bachvnskv") who with 
medica\Tesearcr??r^ Naples! has \ee^ ^co'nductlng 

Tn^i^Jii^f? u a'^f ^developing a novel use and method of inducing 
dinSroii^io? *^yPf^t5f^"'i^ ^^di^^l f l^x through the use of 

?JeitmeS of fn'? V^"^^"" initochondrial uncoupling agents in the 
treatment of infectious and malignant disease. Bachynsky and 
H?i-^^ have developed and devised a therapeutic applicalion Sf 
turilltl "'^^^''^ mitochondrial uncoupling agents for such 

to IxMbil- A 1-^^'?>f?''\°" °^ ""^t^ ^"^^^^Py attached%s Schedule 1 
to Ex^ibit_A to this Agreement and the matters described therein 

"^nventfonn. referred to herein, collectively, as the 

interest^ in 2nSH^^ Seller's entire right, title and - 

il^;?o^?^ such Invention and any and all patents and 

?the "^atrnVJ^nVnT ^^^J^^^er be obtained regarding the InventioS 
Right s tT^on Vt ^ I^ ' ^""^ P^chaser desires to purchase the Patent 
Bachvn4vv^h J« ^^""""^ ^"'^ conditions hereinafter set forth. 

Tn?^SS^- previously assigned his entire right, title and 
interest m and to such Invention and any and all patents and 
trPurciiasSr! hereafter be obtained Lgarding the Invention 

rt^r-,-^!2"' ^"EJPORE, in consideration of the mutual benefits to be 
nJoiiT^f c ^""^ representations and warranties, conditions and 

promises herein contained, and other good and valuable 
acJnow?3air ' ■ r^.'^P'^ sufficiency ^f whicrare he?eiy 

aa^^r ? . ^"^^"^^"9 t° he legally bound hereby, the parties 



agree as follows: 

ARTICLE Z 

GENERAL 



1-01 Definitions. Unless otherwise stated in this 

tt^r^^'JV ^ ^°i^°^f'?^ t^^m= ^^^11 have the indicated meanings 
(the following definitions to be equally applicable to both the 
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singular and plural forms of any of the terms herein defined): 

" Assets "; The assets, rights, interests and properties 

which are described in Section 1.02 (a) of this Agreement. 

"Assignment"; The Assignment from Seller, as assignor, to 
Purchaser, as assignee, in the form attached hereto as Exhibit A . 

"Closing" : The consummation of the purchase and sale 

contemplated by this Agreement. 

"Closing Date": Tuesday, July 21, 1998 at 11:00 A.M. , San 

Antonio, Texas time, or such other date and time upon which the 
parties may agree. 

"Invention"; Seller's invention of a novel use and method of 
inducing intracellular hyperthermia and free radical flux through 
the use of dinitrophenol and other mitochondrial uncoupling agents 
in the treatment of infectious and malignant disease, as more fully 
set forth in Schedule l to the form of Assignment attached hereto 
as Exhibit A . 

"Non-Competition Agreement " : The Non-Competition Agreement by 
and between Seller and Purchaser in the form attached hereto as 
Exhibit R . 

"Patent Rights"; The Invention, all of Seller's rights 
thereunder and therein, all existing and future patent applications 
relating to the Invention, all patents issued with respect to the 
Invention, all patents to be issued with respect to the Invention, 
all renewals or extensions or continuations of patents or patent 
applications with respect to the Invention, all causes of action 
relating to any use of the Invention and all international rights 
of priority with respect to said Invention and all rights to file 
further applications for patent or patent-like protections for said 
Invention. 

"Purchas e Price "; The price to be paid by Purchaser to 
Seller in consideration for the sale by Seller and Purchase by 
Purchaser of the Assets. 

"Records" : All of Seller's books, records, papers and 

instruments of whatever nature and wherever located that relate to 
the Patent Rights or which are reguired or necessary in order for 
Purchaser to fully utilize the economic benefits of the Patent 
Rights and Invention. 

"Stock Warrant " means the Stock Warrant to be tendered by 
Purchaser to Seller as a portion of the Purchase Price, in the form 
as set forth on Exhibit C attached hereto and made a part hereof 
for all purposes. 
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"Transaction" : The sale and purchase of the Assets, 

assignment and assumption of certain rights and interests, and 
performance of the covenants, in each case as contemplated by this 
Agreement . 

1.02. Agreement To Purchase and Sell , 

(a) On and subject to the terms and conditions of this 
Agreement, Seller agrees to sell, convey, transfer, assign and 
deliver to Purchaser, and Purchaser agrees to purchase from Seller, 
the Invention, Patent Rights and Records. 

(b) Seller agrees to enter into and be bound by the Non- 
Competition Agreement. 

(c) Seller agrees to indemnify and hold harmless Purchaser in 
accordance with the terms of this Agreement. 

1.03. Purchase Price . TEN DOLLARS ($10.00) and other 
good and valuable consideration, as described below. 

1.04. Payment of Purchase Price . The Purchase Price 
shall be payable to Seller by Purchaser as follows: 

(a) On or before the Closing Date, James J. Naples has paid 
in excess of the sum of $165,000.00 in research and testing fees to 
the Cancer Therapy and Research Center in San Antonio, Texas, and 
to research laboratories in Syracuse, New York, to or for the 
benefit of Seller and for other purposes related to such research 
and testing and for development of the patent application covering 
the Invention. It is understood and agreed that Purchaser is 
presently entitled to a credit against the cash consideration 
payable to Seller by virtue of these cash payments or obligations 
incurred by James J. Naples to or for the benefit of Seller and/or 
the Invention prior to the date of this Agreement. Payments were 
made by James J. Naples prior to the date of this Agreement, and 
prior to the date of incorporation of Purchaser, in anticipation of 
this Agreement to fund the costs of research and development of the 
Invention. 

(b) Prior to the Closing Date and to the incorporation of 
Purchaser, James J. Naples has, from time to time, advanced monies 
for the benefit of Seller; it is understood and agreed that 
Purchaser is presently entitled to a credit against the cash 
consideration payable to Seller by virtue of these cash payments or 
obligations incurred by James J. Naples to or for the benefit of 
Seller prior to the date of this Agreement. 

(c) On the Closing Date, Purchaser will deliver to Seller a 
stock warrant authorizing Seller to purchase, for par value of 
$0.01, 250,000 shares of common stock in Purchaser, being twenty- 
five percent (25%) of the total issued and outstanding stock in 
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Purchaser, in the form and upon the terms set forth in Exhibit_C. 

No Assumption of Liab ilit-ioc; t»v r,„v^K^„ * 
Assets, Purchaser takes the assets free o? anv c?a?i; t °^ 
interests of third parties. ^ claims, Ixens or 

^'^^ No Proration of Taxes ; Offset t^^ ^v,„ *. 

any kind are a ssessed against any of the As s ets sLl2l^f^^^°^ 
such sums to the appropriate taxing aut^orftfes Jhen due prior''?^ 
becoming delinquent, shall indemnify Purchac;^t vlt" ii ' prior to 
and, in addition to the indemnities hereinafter mfd. ^L^''^ ^""^f 

^ • °Z -^"struments of Tran sfer; Furth er Assnr-^^r^^c m order- 
consummate the Transaction, on the Clos ing Date the s e^Lrsha^? 
fSir •'^''wn ^° Pjirchaser an executed and acknowLdged wSere 
AsKis" and rb??i""M Assignment, covering?! of ?S 

a? all V^o Non-Competition Agreement. At the Closing, and 

execute and H^iT^^^^^l'' ""l^ necessary. Seller agrees to 
t?Insf ers as ™SS i ^° Purchaser such other instruments or 
transfers as may be reasonably necessary to vest in Purchaser aood 
and indefeasible title to the Assets and to comply tith ?hf 
purposes and intent of this Agreement. comply with the 

ARTICLE II 

REPRESE NTATIONS AND WARffAMTTTTg 

, Representations a nd Warranties of s .^iiov seller 

hereby represents and warrants to Purchaser that the foll^iS 
matters are true and correct on the date of this Agreement and wi?? 

LVeTn ^d rorthWe:^'^ ^^^^^'^^ '^^^ ?herea?t\ra:1J 

oblig^?lon^She\\™\oT^^^^^^^^^ a^^cV/a^cV J^^^t^'^ 
l?7^.°T.Ti^^ ^"^"^"^ "^^^^ ""'""^ interest in o? oJ^^rshJp 

equitable c!aiir ^^^^'^^ ^^"f °^ ^^^^ Agreement other than 

equitable claims of Purchaser and/or James J. Naples by virtue of 

?nventton?"'^ ^""^ °' """^^^^ ^"^^ developLnt of tSe 

free ind I^^}}^'' ?°?^ ^""^ indefeasible title to the Assets, 

tMrd par?i h.. .^^^ liens and claims of third parties and n^ 
Purchaser ^ ^ ""^^ acquire the Assets superior to 



pendina^ or^^fj^ i"" claims, actions, suits or proceedings 

pending or threatened against Seller which involve any of the 




Assets. 

(d) Seller has complied in all respects with all applicable 
laws, ordinances, regulations, statutes, rules and restrictions 
relating to the Assets, or any part thereof. 

(e) There is no fact known to Seller which has specific 
application to this Transaction or the Assets which could have a 
material adverse effect on the Assets, the ability of Purchaser 
obtaining a patent on the Invention, the title of Purchaser in and 
to the Assets from and after the Closing or any other matter which 
would adversely impact Purchaser in connection with the Assets. 

(f) Seller may execute, deliver and perform this Agreement 
without the necessity of Seller obtaining any consent, approval, 
authorization or waiver or giving notice or otherwise, except for 
such consents, approvals, authorizations, waivers and notices which 
have been obtained and are unconditional and such notices which 
have been given. 

(g) Seller has not incurred any trade payables which have not 
been disclosed to Purchaser and shall pay or otherwise satisfy all 
other claims and liabilities relating to the Assets incurred 
through the Closing Date. SELLER AGREES AND DOES HEREBY INDEMNIFY 
AND HOLD PURCHASER HARMLESS PROM AND AGAINST ALL CLAIMS, LOSSES/ 
DEMANDS, DAMAGES, LIABILITIES, COSTS AND EXPENSES RESULTING PROM OR 
RELATING TO ANY CLAIM MADE AGAINST PURCHASER ARISING PROM SELLER'S 
BREACH OP THIS AGREEMENT OR ANY OP ITS TERMS, SUCH AGREEMENT TO 
SURVIVE THE CLOSING OR ANY TERMINATION OP THIS AGREEMENT. 

2-02 Representations and Warranties of Purchaser . 

Purchaser represents and warrants to Seller that the following are 
true and correct on the date of this Agreement and will be true and 
correct through the Closing Date, as if made on and as of that 
date : 

(a) This Agreement and the Stock Warrant constitute the 
legal, valid and binding obligations of Purchaser, enforceable in 
accordance with their terms. 

(b) Purchaser may execute, deliver and perform this Agreement 
without the necessity of Purchaser obtaining any consent, approval, 
authorization or waiver or giving notice or otherwise, except for 
such consents, approvals, authorizations, waivers and notices which 
have been obtained and are unconditional and such notices which 
have been given. 

(c) Purchaser may execute, deliver and perform the Stock 
Warrant without the necessity of Purchaser obtaining any consent, 
approval, authorization or waiver or giving notice or otherwise, 
except such of the foregoing which have been given. 
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ARTICLE III 

CONDITIONS OF CT,ORTNr; 



«P T,^*°^?"* Conditions Imposed by Purchaser- . The obliaations 

of Purchaser to consummate the purchase and sale under thil 
Agreement are subject to the satisfaction of the foUowina 
conditions, each of which may be waived in writing by Purchased? 

(a) Seller shall have delivered to Purchaser the dulv 
executed and acknowledged Assignment. ^ 

(b) Seller shall have delivered to Purchaser the dulv 
executed and acknowledged the Non-Competition Agreement. 

oVM s^^ll ^ave performed the covenants, agreements and 

obligations necessary to be performed by Seller under this 
Agreement prior to the Closing Date. unaer tnis 

ARTICLE IV 

CLOSING DATR 
4.01. Closing Date . 

i^^ Subject to the right of Seller and Purchaser to terminate 
this Agreement pursuant to Section 5.02. hereof, the Closing for 

°f purchase and sale contemplated by this 

sS?S «^H''p.^^V""^^^t date is agreed to'^in writing by 

Seller and Purchaser, take place on the Closing Date. 

r.i« ^^^.^■^■^ purposes hereof, the term " the Effective Time of 

Closing " shall occur upon the delivery to Purchaser of the 
Assignment and the Non-Competition Agreement and the other 
aocuments as contemplated herein on the Closing Date. 

ARTICLE V 

MISCELLANEOUS 

„ Further Actions . From time to time, as and when 
reguested by Purchaser or Seller, Seller or Purchaser shall execute 
and deliver, or cause to be executed and delivered, such documents 
and instruments and shall take, or cause to be taken, such further 
or other actions as may be reasonably necessary to effectuate the 
Transaction and transfer, assign and deliver to Purchaser, or 
Purchaser's assigns, the Assets (or to evidence the foregoing) and 
to consummate and to effect the other transactions expressly 
reguired to be performed by Seller hereunder. 



5.02. No Broker. 



Seller and Purchaser, represent and 
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warrant to the other that they have no obligation or liabintu 

sSSleS?'':? thi"".^^'^ °' t''^ transactions whl'o^ are^tSe 

sujD^ect of this Agreement. Each partv aaref.<a i-o ^i: 

other party against, and to hold thJ o4e/ hapless "rSm |^ tit 
times after the date hereof, any and all llahiiltftt IZT' 
(including without limitation legal fees) 'jlsiiwig%?Sm ?I!a"d 
c:^tssfo'n\"o"r%irer?s' fIS "oi'Soh^s t^ • P?"- broKe?l^f 
IS?S;;Ser°* ^^ervlLTpU^^Je/^-^JI^^^ ^o^n"\^\VllTf"^s\\\Tr' 

?hr^?^Sacrio^s%?re:pYatid i2rr4i^="°" - 

V, Expenses. Except as otherwise specif icallv nr-ovi rt«»ri 

herein seller and Purchaser shall each bear the^r own leqa? fees 
accounting fees and other costs and expenses with reJpect to ?he' 
negotiation, execution and the delivery of this Agreement and 
consummation of the transactions hereunder. agreement and the 

hereto* at; intJ^T^T^^^^: • ^^^^ Agreement and the Exhibits 
Hereto are intended by the parties as a final exnreQQinn r,^ -t-K^ 

Sa;sL??"'"^""^.''"^"""" ^^^^^^ purchaser with'' respect to Hi 
oraf of wrTt^fr^"'^^^'^^^.'^^ ^""^^ Agreement and supersed'L all priS? 
respect thereto ^^^^g^^^ents or understandings With 

^hi^ l'^^' ^ Descriptive Headings. The descriptive headinas of 
affLt^thTf convenience only and sha 11^ not control or 

AgSement ^^"^"^ construction of any provision of this 

5.06. Notices. All notices or other communications which 

are required or permitted hereunder shall be in writinq ^^J shall 
sLfTaJT^^-^M*^"^ personally or by telegram, telex ?e?ecopy iJ 
SJeoatd ilTJ'i^^ means, by registered or certified mail (postagS 
prepaid and . return receipt requested), or by express courier or- 

on^'ajri^T^'f.' addresses ';f?he'plrtres'sho:n 

eithe? rirtv 'cK.i f ^^^""^"^ address and number as 

qivertr th^ P^f^^oji^ly designated by written notice 

No^fces shM 1 h"" P^/^^- "'^"'^^^ hereinabove set forth, 

telex tlwL?, give" ^hen received, if sent by telegram, 

rece&t bv ^^/^^^^If^. f^csi^ile means (confirmation of such 

receipt by confirmed facsimile transmission being deemed receint of 

anHL^rd'^lT^JT ^/ °^ other%rcsTmlLfe""mel^.s)f 

delive?v whVr. -""^ receipted for (or upon the date of attempted 

delivery is refused), if hand-delivered, sent by 

?S"ILerma\r. °" '^''"^"^ °^ -^^^^-^ - 

AND C^ONrTHUEO xf^M^ VxTTT^E^Sr^O^P 
(OTHER THAN THE CHOICE OF LAW PRINCIPLES THEREOF) 
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5.08. Waivers and Amendments . Any waiver of any term or 
condition of this Agreement, or any amendment or supplementation of 
this Agreement, shall be effective only if in writing. A waiver of 
any breach or failure to enforce any of the terms or conditions of 
this Agreement shall not in any way affect, limit or waive a 
party's rights hereunder at any time to enforce strict compliance 
thereafter with every term or condition of this Agreement. 

5.09. Illegalities . In the event that any provision 
contained in this Agreement shall be determined to be invalid, 
illegal or unenforceable in any respect for any reason, the 
validity, legality and enforceability of any such provision in 
every other respect and the remaining provisions of this Agreement 
shall not, at the election of the party for whose benefit the 
provision exists, be in any way impaired. 

5.10. Counterparts . This Agreement may be executed in any 
number of counterparts, and each such counterpart hereof shall be 
deemed to be an original instrument, but all such counterparts 
together shall constitute but one Agreement. Facsimiles of 
signatures shall be deemed as original signatures. 

5.11. Survival; Exclusivity of Remedies . The represen- 
tations and warranties, covenants and agreements of the parties 
hereto shall survive the Closing. 

5.12 Assignment by Purchaser . Purchaser may assign 

Purchaser's rights under this Agreement without restriction of any 
kind. Any assignee of Purchaser's rights hereunder shall succeed 
to all of the rights, powers, duties, benefits and obligations of 
Purchaser hereunder. 

IN WITNESS WHEREOF, the undersigned have executed this 
Agreement as of the date first above written. 



PURCHASER: 
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STATE OF TEXAS 



COUNTY OF 



§ 
§ 
§ 



BEFORE ME, the undersigned authority, on this day personally 
appeared WOODIE ROY known to me to be the person whose name is 
subscrxbed to the foregoing instrument, and acknowledged to me that 
she executed the same for the purposes and consideration therein 
expressed. 



of 



;WEN UNDER MY HAND AND SEAL OF OFFICE, this the r34 
LJ^.i^^yj^ , 1998. 



day 



y PAIWCUHFEVNOIDS 
• NOWWPWUC 
_ STATE OFTCXAS 
^liy ConnMon Exprw 



Notary Public Signatur^^ 



Notary Printed Name / . 
Commission Expires: ^Af/^*? 



STATE OF TEXAS 
COUNTY OF febU/j*^ 



§ 
§ 



BEFORE ME, the undersigned authority, on this day personally 
appeared JAMES J. NAPLES, President of TEXAS PHARMACEUTICALS, INC., 
a Texas corporation, known to me to be the person whose name is 
subscribed to the foregoing instrument, and acknowledged to me that 
he executed the same for the purposes and consideration therein 
expressed and in the capacity therein stated, as the act and deed 
of said corporation. 



GIVEN 



MY HAND AND SEAL OF OFFICE, this the 



day 



. ^ATTV HAMILTON 



Notary lytiblic signature 



Notary Printed Name 
Commission Expires: [1 
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EXHIBIT A 
TO 

AGREEMENT FOR SALE OF INVENTION AND RELATED RIGHTS 



ASSIGNMENT 



DATE: 



July 21, 1998 



ASSIGNOR: 



WOODIE ROY 

c/o 701 14th Street 
Texarkana, Texas 75501 



ASSIGNEE: 



TEXAS PHARMACEUTICALS, INC 
701 W. 14th Street 
Texarkana, Texas 75501 



a Texas corporation 



In consideration of Ten Dollars ($10,00) cash in hand paid to 

me and other good and valuable consideration, the receipt and 

sufficiency of which is hereby acknowledged, I, WOODIE ROY 

(hereinafter called "Assignor"), who have made an invention of a 

novel use and method of inducing intracellular hyperthermia and 

free radical flux through the use of dinitrophenol and other 

mitochondrial uncoupling agents in the treatment of infectious and 

malignant disease, assign, sell, transfer and convey to TEXAS 

PHARMACEUTICALS, INC., a Texas corporation, whose address is 1314 

Main Street, Texarkana, Bowie County, Texas 75501 (hereinafter 

called " Assignee ") ^ its successors and assigns, Assignor's entire 

right, title and interest in and to the following rights, interest, 

and property (hereinafter collectively called the " Rights ") : 

1. Assignor's invention of uses, methods and therapies of 
inducing intracellular hyperthermia and free radical flux 
through the use of dinitrophenol and other mitochondrial 
uncoupling agents in the treatment of infectious and malignant 
disease, including without limitation Assignor's rights, 
powers, interests and title in and to the methods, uses and 
processes described in Schedule 1 attached to this Assignment, 




(collectively, herein called the " Invention " ) . 

2. All applications for patent or like protection on said 
Invention that have been or may in the future be made by 
Assignor or Assignor's legal representatives, in any and all 
countries. 

3. All patents and like protection that have been or may in the 
future be granted on said Invention to Assignor or Assignor's 
legal representatives, in any and all countries of the world. 

4. All substitutions for and divisions, continuations, 
continuations-in-part, renewals, reissues, extensions and the 
like of said applications and patents and similar rights or 
grants, including, without limitation, those obtained or 
permissible under past, present and future law and statutes. 

5. All rights of action on account of past, present and future 
authorized or unauthorized use of said Invention and for 
infringement of said patents and like protection. 

6. The right of Assignee to file in his name disclosure 
documents, applications for patents and like protection for 
said Invention in any country and countries in the world. 

7. All international rights of priority associated with said 
Invention, disclosure filings, applications, patents and like 
protection. 



TO HAVE AND TO HOLD the Rights unto the Assignee, its ' 
successors and assigns forever, and Assignor does hereby bind 
himself, his heirs, legal representatives and assigns, to forever 
WARRANT and DEFEND the title to the Rights unto the said Assignee, 
its successors and assigns, against any person whomsoever lawfully 
claiming, or to claim the same, or any part thereof. 

Assignor covenants and agrees that Assignor will cooperate 
with Assignee such that Assignee may enjoy to the fullest extent 
the benefit of this Assignment. Such cooperation shall include, 
but not limited to, all of the following: 

1. Assignor's prompt execution of all papers that are deemed 
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necessary or desirable by Assignee to perfect the right, title and 
interest herein conveyed, and 

2. Assignor's prompt execution of all petitions, oaths, 
specifications, declarations or other papers that are deemed 
necessary or desirable by Assignee for filing and prosecuting 
patent applications, for filing and prosecuting substitute, 
division, continuing, or additional applications in the United 
states and/or all foreign countries, for filing and prosecuting 
applications for reissuance or reexamination of letters patent, and 
for interference proceedings involving and covering any of the 
Rights , and 

3. Assignor's prompt assistance and cooperation, including but 
not limited to execution of documents and testifying, in the 
prosecution of legal proceedings involving any of the Rights, 
including, but not limited to, patent prosecution, interference 
proceedings, infringement court actions, opposition proceedings, 
cancellation proceedings, priority contests, unfair competition 
court actions, trade secret court actions, public use proceedings, 
slander, license breach and royalty collection proceedings and 
other legal proceedings. 

Assignor warrants that Assignor has the right to make the 
assignment set forth herein and that no other person or entity has 
any rights of ownership or claim to the subject matter of this 
Assignment as of the date of this Assignment, This Assignment is 
binding upon Assignor, Assignor's heirs, administrators, executors, 
successors, trustees, devisees and assigns and inures to and for 
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the benefit of Assignee, its successors and assigns. 

EXECUTED effective as of the date first above written and at 
the time and place indicated below opposite the signature: 



WOODIE ROY 




Date: f^J?^^ 



STATE OF TEXAS § 
COUNTY OF '^^^OCOI^ § 



BEFORE ME, the undersigned authority, on this day personally 
appeared WOODIE ROY known to me to be the person whose name is 
subscribed to the foregoing instrument, and acknowledged to me that 
she executed the same for the purposes and consideration therein 
expressed. 

?EN UNDER MY HAND AND SEAL OF OFFICE, this the — day 

of V^Ai/^ , 1998. 




^ ^^^^^^^ 
No^taty Public Signatui^ 



(SEAL] Notary Public Signat 

Commission Expires:. 




Notary Printed Name 
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SCHEDULE 1 TO ASSlGNMglMT 
INVEIMTIOINJ 



This invention provides a medical metlnod for: (1 ) prevention of life threatening 
hypothermia; (2) enhancing magnetic resonance spectroscopy and positron emission 
tomographic metabolic imaging; and (3) treatment of resistant neoplastic and 

infectious disease by concurrent administration of dinitrophenol [or other mitochondrial 
thermoregulatory uncoupling agents, e.g., carbonylcyanide m-chorophenylhydrazone 
(CCCP). carbonylcyanide-p-trifluoromethoxy-phenylhydrazone (FCCP). recombinant 
brown fat type protein, or lipid proton ionophores] and respiratory oxygen, intravenous 
fluids, anti-platelet drugs, as needed cooling, and specific metabolic, activating 
cytokines [e.g., recombinant tumor necrosis factor (T.N.p), interferons, etc.], hormones 
(e.g., glucagon), and other medications to control and focally enhance the 
mitochondrial uncoupling effects. 

The present invention avoids the use of labor intensive, complex hyperthermia 
equipment, including invasive extracorporeal perfusion, with its associated thermal 
gradient toxicity problems to interposed normal tissues, inherent to all therapeutic 
methods of delivering heat from the outside-ln. A new use(s)/method of generating 
intracellular oxygen derived free radicals, and heating from within the cell has been 
discovered for dinitrophenol (or. other oxidative phosphorylation uncouplers) in 
prevention of cold injury, and treatment of free radicai-thermosensitive parasites (e.g., 
Echinococcus), bacteria (e.g., Borrelia burgdorferi), lipid enveloped viruses (e.g., HIV), • 
and neoplasia (e.g., gastric adenocarcinoma). It has fuaher been discovered that 
cataracts, induced by dinitrophenol in the treatment of chronic obesity, can be 
prevented by concomitant administration of a variety of free radical scavenging 
agents, including tocopherol, ascorbic acid, and beta-carotene. 

Briefly, the present invention is a new use(s)/method of inducing increased, 
intracellular free radical flux and hyperthermia, including the procedure of administrat- 
ing dinitrophenol to patients in doses sufficient to denature and inactivate targeted 
biologic systems. Concurrent administration of tissue selective activating hormones, 
biologicals or drugs permits greater enhancement of the therapeutic index, while 
physiologic gain cooling, fluids, respiratory oxygen, and monitoring procedures permit 
safe therapeutic control. The figure on the attached page depicts an example 
use(s)/methodology of this process in an algorithm. 



FOR DIAGNOSIS OR TREAT^1ENY OF INFECTIoVs" AJTO^l^ DISEASE 



ORGANISM 
or 

MALIGNANCY 



PATIENT 



TREATMENT EVALUATION 



BIOLOGIC CRITERIxV 

* CooClrmed Diagnosis by culcure, ?CR, or 
hiscopachology ; specific serology. 

* Known TctDperacure and Ueacing Time 
required cor inacdvacton, e.g., 
Treponema pallidmn (syphilis)- 
4l.5*C I hour; Borrelia burgdor- 
feri (Lyme Disease)-* I , 5*C 5 I hour; 
Echinococcus mulcllocularts (Hydacld . 
intescaclon.)-4l'C Q 15 minuces; HIV , 
chronically Infecced (provlrus) cells 
(cissue culcure)-42*C $ 10 hours, uich 
recombinanc TNF-a, A2*C 0 3 hours. 
Kaposi's sarcoma , HIV ia£ecclQn in che 
paclenc-A2'C $ 2 hours/44*C -3 15 minuces. 

* Unlcaovn Tempera cure and Heaslog Time 
required for inacclvacior. of neoplasms, 
or ocher infecclous agencs, deceralned 
by prediccive - assay of biopsv/culcure; 
generally, creacaenc cemperacure/clme 
will be decreased due co endogenous un- 
coupling also occurring in cargeced 
biologic sysccQ (excepc viral). 



CLINICAL CRITERIA • 

* Hlscory of cardiac, hepaclc, pulmonary 
renal, CNS , malignanc hyperchermia , or 
endocrine disease, i.e.. exclusion oE 
paclencs-congesc ive hearc failure, severe 
dysrhychoias ; alcoholic or ocher hepaclcis 
wlch elevaced billrubin/enzymes ; known 
endocrinopachles of brlccle dlabeces, 
pheochromocycoma, etc.; medicacions knovn 
CO sciaulace che physiologic response of 
hypermecabollc scace and hyperchermia, e.g. , 
vascular conscriccors , ancichollnerglcs , 
calcium channel blocker, ecc- 

* Pulaoaary, rcaal, hepatic funccloa cescs; 
chesc X-ray; CSC wlch placelec counc; Chea 
profile wlch Ca"^. Mg^^. PO^"; txercise- 
aulcigaced cardiac radionucleocidc scaa 
vich resting ejection craccion of at least 
45*, and no deterioration upon exercise. 

* Enhancing or seostciilng agencs to increase 
therapeutic gain, i.e., use of ionizing 
radiation, chemotherapy, drugs, or biologic 
modifiers (synergistic or additive). 



I TREATK^^T^ 



METHOD PROTOCOL 



1 1 

BASELINE & MONITORED 



MAj«AGEMENT 



Dioltropheaol, dosage i schedule * Chcygeo coasumpcioa/lacreasc , precedes core 
on "Biologic/Clinical Criteria"; ceaperature Increase by 4 minutes; prolonged 
IV (or IM-SC) test dose (Img/kg) «^ ^-S*^ '^-sk pacienc-additional monitorins o: 
bvVC, response-lal O2/sec-20watts; -^ss«e oxygenation by gastric pH, NM.^l, .'ET or 
comson rv dosage, l-5mgAg. q 1-^ hr , J-i^'-ared spectroscopy, ear oximetry, blood gas. 
?0 2X greater q 6-12 hr; B*HR i heat * Corc cemperacurc, esophageal, rectal, bladder 

dissipation modify dose/schedule. catheter thermistors. P.O. propylthiouracil (?TU)^ Decadron-I. V. 

Other ttitochoadrtal uncoupling * Cardiac funccloa, continous display of rhythm, * Incravenous fluids, i.e., .85Z Saline, 
agents, increased potency/more race, blood pressure and resplracory race; D-Wi-}NS. supplemented with appropriate 

localized effect, e.g., FCCP. CCC?. Swan-Canz catheter for high risk patient. mxliiequivalents of K^, PO^". Mg"*"^; fluid 

perfluorooccane sulfonamide, SF- » ^^^^j^ oucptic/f unction . malnrain leasr L-1 .5ml ^^^^ ^o coapensace for evaporacive and 



• Oxygen (lOOI) 9 4-6 liters/minute via 
nasal car.nuLa/f ace mask. 

* Heac control with evaporation preventing- 
wacer absorbing blankets/plastic liners; 
cooling control-lf needed with tepid H^O 
spray and/or fan evaporacive loss; use of 



6347; long chain fatty acids, 
brown fat " thermogln** , etc. 



and 



puc/fuoccion, maintain at least 1-1,5=1 conpensace zor evap 

our; observe for possible myoglobinuria ^'^^^'7 losses, maintain 3? 



per kg /ho' 
and monicor fluid inpuc/oucput . 



* Arrhythmia control, if needed-use of non- 
negative inotropic, or drugs thac cannot 
cause cardiac decompensation in hypermeca- 
bollc scare e.g., lidocaine; avoidance of 
beca blockers and Ca'*''' channel blockers. 



Hodulaciag-coQCrollins agencs, * Oepacic fuoccioa ccscs, at target temperature 
tissue specific mediators which iosoenzyme fractionation if tumor lysis is a 
modulate substrate turnover rates consideration. v 

through Krebs cycle; glucagon. ^ agicacion, anxiecy, possible seizure ?ro- 

, 5-1 Omg/hr-lV; dopamine (I-IO micro- phylaxis. 
grams/kg/mln) ; Insulln-dose based 

on blood glucose; dobucaminc (1-15 * Blood chcmiscry/eicccroly ccs-glucose , PO4 , 
micrograms/kg/min) ; amrinone (5-7.5 scrum creatinine, 
micrograms/kg/ain); Isoproterenol 
(.5-2 micrograms/min) . I — ^Senslcivicy increased by enhanced aezabollc dtfferencea 

,^-^0^"^ DIACHOSIS - Enhanctaenc between dlseased/norxal clssues, t.c., 0,, glucose, faccy 

^" ^-*H of NMR, PET, & JCear- acid. AT?, phosphocreactoe & specific suoscrace consuapc- 

.^"^"^^-f** Spcccroscopy. laccic acid, free radical production; early dlagnos] 

& prediccabllicy of disease tceacaent parameters/success 



* Anxiety, possible seizure cootrol with 
I.V. valiua» thiopental; avoidance of 
drugs wlch atropine like effects or major 
anti-psychotic drugs. 



I 



MEDICAL USES 




THERAPTf OF tMTOmOUS 
4 MAJLICMAKT DISEASE-' 
(dosage/frequency of 
uncoupling as«nc will 
be deccmlned by che 
specific agent created 
& use of aodulaclng, 
•ahanelag, or ocher 
cowblncd therapy drugs. 



>-PAJtA5rnC CSe« tllustrati'/e Example) 

&l.5*C/l hf (or l«">^ BACTEZlAL(3ofrelia burgdorferi) 



42*C/2 CO 8 hrs (or less) 



-j^VtStAL (HIV) 



Based 



ch««och< 



oa prediccive biopsy and use of radtaeion. ^[f xpri-H5TtC 
hecaov or bloloxlc response aodtflcrs 



and creaceoc wich albendazole (o'nly 1 dose'was giv:rb^^:if^ora\^^\yL'c ic're^%^" 
xon). He den.ed h.scory of weighc loss, pulmonary, cardiac or neurologic disease 
Upon physical exaninacxon. he had a weighc of 198 pounds (90 Kg), heighc of ITv' 

e:perac":"o" ZlTc' ' "^P"--- ^S/^f-ce. fnd ora^ ' 

rt^^V. f J Laboracory scudies. including hepacic. renal, pulmonary and 

cardiac funccion cestrs were normal; complete blood counc was unremarkable e^cepc 

veiled .^?2 r' -.-"'""=?""^ ""'^ nuclear magnetic, resonance of Che liJer're- 

vealed 4 (2-3 cm. m diameter) cyscs in che mid-righc lobe; ELISA serology showld 
?hf'nf??f'^'' ^""specific for Hydacid disease wich Echinococcus mulciJfLlarls 
The pacienc refused Co encercain any additional surgery or albendazole cherapy 

After clinical assessment and treatment evaluation, i.e., Echinococcus multilocu- 
laris protoscoleces and germinal layers are destroyed at 4rc/15 minutes, whereas 
iLver-hepatocytes withstand temperatures of 42-C to 44=0 for known periods of 20 
hours and 15 minutes respectively, the patient was given I aspirin; 10 mg. diazepam 
by mouth; and intravenous fluids of 0.85 normal safine containing 9 miSLno^Ir K^S 
7 milliequivalents of and 2cc of 50Z saturated solution of Mg,SO, /liter! were^^ ' 

infused at a^ race of 12cc/kg/hr. Urine output was maintained at llc/^g/hour or greater 
llll T ""^1 f°l^y C16 gauge) tipped bladder catheter therllsto"* 

Irll.lrTlT''" " '""^ "^"""^ "^'^^^ rhythm blool 

pressure, and repiratory rate sensors were placed and continously displayed on a multi- 
channel monitor. Intravenous glucagon-2mg/hr was infused, with 1 mg given prior to DNP 

The patient was covered with a water absorbing polyethelene lined blanket, and 
b^r^in Jm^''^^"'^ flow/oxygen consumption (VO ) was determined using a 3 minute 

(2% DVP/57 NaHCO .""""/^"^ us administration of 90 mg of linitrophenol 

m DMP/57. NaHCOp at 1 mg/kg) and determination that there was no untoward or idio- 
syncratic reaction, an additional 90 mg of 2.4 dinitrophenol (total of ISOmg. LJ/S " 
body weight) was mrused. Monitored physiologic parameters are shown in Che Table below. 
An additional VO rate was obtained five minutes , after the second dose of DNP and the 
patient was tnereatter placed on lOOZ 0 via nasal canula. Target core temperature was 

t^O '5"^/hour"t'::-'^H""°'-'' °' " d-reasing fhe glucagon'infusion r^te 

to 0.25 mg/hour. .A.ter the patient was . maintained at a core temperature of 41. 3 'C for 
20 minutes, the treatment was terminated by removing the blanket and permitting eva- 
porative and radiant heat loss to return the body temperature to a normothermi^level. ' 

TABLE 

noaltortd CllAlcal O.ca On KIcochoodcUl aocauplLox Oi«/K«c!iod la tUujer*elve txAapU 
(Tr«*ca«ne of HydttLd d tJcai«-CcStnoco<euj »ulcllocul*f ts) 

isuapcloa CjrdUe tic« tfcta* OvCpuc Coce Te»p. Ochcr 
aU»la) Cb«*c«/alo) (eac*I al) CO (ceaaris) 

250 '3 - 37.1 riuldj 3 10-I2ec 

^cr k(/hour. 

'5 47 37.1 H.padc Krcb* Cyclt 

scL»ul«eton, 

83 33 37.1 Covered wtch poly- 

tchyl«nc blanicff^. 

330 . 92 - 37. a t.ncrt<s€d 0^ con- 



(alnucts) 


n«dleaclo(i 
(:/7< t doit) 


tcip. l«cc-0, 
Ortachs/ala) ' 


-60 


i.v. TUidt . .as: 

J 0.3 U!i0Mr 
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-30 


Clucaton-:*/ 3r;p 


:a 


0 
2 


Z.&-dln* :r97.*tcnal-70ss 20 
IV la i,3ol 3:MiHC3^ 
tprvp^rcd by i:sia*v:.-.x 
2.3c» 3N?(t3: H,0) tn 32 ** 
»aHC3j.jlvl.n 2i soluctss) 


5 


2«t-dlal£roph«not-90cs 
IV In «.SaI of 3ZN4HC93 


2S 


10 


Fluidi lne;«ii«d Co 
1.2 L/hour; tea re 0] 


30 


20 




30 


«0 


Cl«(c«son -17 3rlp 
d«crcji«d za 0.3«t/^r 


30 


60 


Clueason dl«conelnu«4 


30 


120 


IV tluii dijcincl.iu«i 


li 



« - 37.5 



iwopelon prcctdci 
et«p. «l«v«cloa. 



IIO t3 39.4 xreir V02d«c«fal3«d 

lOO: Oj 9 4 L/alJi . 



120 ts 40. 3 



via oaiaL cannula. 



nd Zi 4t.% Lover •scroLCy U 

paretall/ cspoicd. 
1*0 30 41.2 ftUnkeC r«»ovcd 

100 9a J3.4 All chac.laeori 

rc9ov«d 



1/ Van jc Ions o- ch« abovt ua«/.echod. I.e., prococol cvalujctoo, aonlcorlng, -cdlcac loni/dosJcc» . 
Cl.o 4 cc-p«r*cuf« of .UochofuJftal uncoupUna, wtU be nec«3fLeactd by cLtntcal and JarwJfd 
btoloxtc syicaa cr«aca«nc faccort. Such vartaclon* for creac.cnc of ochcr parailclc (• . M^lafta 

^2°*- ***ns<:nt dt.case). vtral (c.fi.. HIV) and ncopla.cic dl,c«c wtu'Sccur ?o 
cho*. akUled m ch« arc of .edtctnc, and will b« motn fully described J n chc pa?cnc appUcIcton. 



OCTOBER 16, 2001 

FULBRIGHT & JAWORSKI LLP 
DAVID L. FOX 

1301 MCKINNEY, SUITE 5100 
HOUSTON, TX 77010-3095 
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^1 #\ I .A ^ To the Honorable Commissioner ui raicuis auw x'rademarks: 
/y I ^ Please record the attached original doc uments or copy thereof. 



1 Name of convevinc partyfies): 
Woodie Roy 


2, Name and address of receiving party(ies): 
Name: Texas Pharmaceuticals. Inc. 


Additional name(s) of conveying party(ies) attached? 
□ Yes ISNo 


Intemal Address: 

Street Address: 701 W. 4*^ Street 




Citv: Texarkana 




State: TX Zip: 75501 


3. Nature of Conveyance: 




la Assignment □ Merger 




□ Security Agreement □ Change of Name 




□ Other 


Additional name(s) & address(es) attached? 


Execution Date: Julv 21.1998 


□ Yes la No 



4. Application number(s) or patent number(s): PCT/US99/16940 

If this document is bemg filed together with a new application, the 

execution date of the application is: 

A. Patent Application No.(s): | B. Patent No.(s) 

Additional numbers attached? □ Yes El No 



5, Name and address of party to whom correspondence 
concerning document should be mailed: 

Name: David L. Fox 


6, Total number of applications and patents involved: 
2 


Internal Address: Fulbrieht & Jaworski LLP 


7 Tntal fee (^7 CFR 3.4n: $ 40.00 


Street Address: 1301 McKinnev 


Bl Enclosed 

□ Authorized to be charged to deposit account 
8, Deposit account number: 

(Attach duplicate copy of this page ifpaying by deposit account) 


Suite 5100 


Citv: Houston 


State: TX Zip: 77010-3095 





DO NOT USE THIS SPACE 



9. Statement and signature. 

To the best of my knowledge and belief, the foregoing information is true and correct and any attached copy is a 
true copy of the original documenti 



» true copy of the original aocumenim ^-^^^^^^^y jr 

f 02 FC:581 «■»» <" j 

Total numbel of pages including cover sheet, attachments, and document O 

C Mail documents to be recorded with required cover sheet information to: 

Commissioner of Patents & Trademarks, Box Assignments 
Washington, D.C. 20231 



EXHIBIT B TO AGREEMENT FOR SALE OP INVENTION AND RELATED RIGHTS 

NON-COMPETmON AGREEMENT 

THIS NON-COMPETITION AGREEMENT (this " Agreement 'n dated as of 
July 21, 1998, Is by and between WOODIE ROY, whose address for the 
purposes of this Agreement is c/o 701 W. 14th Street, Texarkana, 
Bowie County, Texas 75501 (the " Seller ") and TEXAS 

PHARMACEUTICALS^ INC., a Texas corporation, whose address for the 
purposes of this Agreement is 701 W. 14th Street, Texarkana, Bowie 
County, Texas 75501 (the " Purchaser ") . 

RECITALS: 

A. Seller and Purchaser have entered into an Agreement For 
Sale of Invention and Related Rights dated as of July 20, 1998 (the 
" Sales Agreement ") pursuant to which, among other things, Purchaser 
has agreed to purchase from Seller, and Seller has agreed to sell 
to Purchaser, certain assets of Seller described therein, including 
(without limitation) Seller's invention of a use and method of 
inducing intracellular hyperthermia and free radical flux through 
the use of dinitrophenol and other mitochondrial uncoupling agents 
in the treatment of infectious and malignant disease (the 
" Invention ") and all rights of Seller under any and all disclosure 
documents, patents and patent applications relating thereto in all 
countries of the world and all other rights related to the 
Invention (the "Assets"). 

B, Seller possesses certain confidential information 
relating to the Invention which is proprietary in nature and which 
is not and will not be generally disclosed. To induce Purchaser to 
enter into the Sales Agreement and to purchase Seller's Assets, 
Seller has agreed to enter into this Agreement to assure Purchaser 
that Seller will not use Seller's confidential information in a 
manner which will injure the commercial value of the Invention or 
the Assets. 

NOW, THEREFORE, in consideration of the premises and other 
good and valuable consideration, the receipt and sufficiency of 
which are hereby acknowledged, Seller and Purchaser hereby covenant 
and agree as follows: 

1. . Covenant Not To Compete . Seller hereby covenants that 
commencing upon the date hereof and continuing until November 1, 
2005, Seller shall not, unless acting as an employee or licensee of 
the Purchaser, own, manage, operate, join, control or participate 
in, directly or indirectly, or derive any benefits whatever from, 
or be an officer, director, employee, partner, agent, consultant or 
shareholder of, any business engaged in any activity that is in 
"Competition" in any manner whatsoever with the business of 
Purchaser in the "Specified Geographical Area," and Seller shall 
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not render assistance or advice to any person, firm or enterprise 
which is so engaged. For purposes of this paragraph, 

(a) " Competition " means the treatment of patients using 
methods covered by the Invention or otherwise using 
dinitrophenol or other mitochondrial uncoupling agents; and 

(b) " Specified Geographical Area " means the United 
States of America and any location in any country in which 
Purchaser holds a patent or patent application upon the 
Invention or rights to assert patent protection under any 
international treaty or law. 

2. Pavments in Consideration of Covenant Not To Compete . In 
consideration of the covenants of Seller set forth in paragraph 1 
above, Purchaser has purchased . from Seller the Assets for the 
consideration set forth in the Sales Agreement. 

3. Entire Agreement . This Agreement constitutes the entire 
agreement between the parties hereto with respect to the subject 
matter of this Agreement and supersedes and is in full substitution 
for any and all prior agreements and understandings whether written 
or oral between said parties relating to the subject matter of this 
Agreement, except as set forth in the Sales Agreement. 

4. Amendment . This Agreement may not be amended or modified 
in any respect except by an agreement in writing executed by the 
parties in the same manner as this Agreement. 

5. Assignment . This Agreement may be assigned without the 
consent of Seller in connection with the sale, transfer or other 
assignment of all or substantially all of the assets acquired by 
the Purchaser v-from the Seller under the Sales Agreement. 

6. Heirs and Successors . This Agreement shall be binding 
upon and shall inure to the benefit of and be enforceable by each 
of the parties and their respective heirs ^ legal representatives, 
successors and assigns. 

7. Invalid Provisions . If any provision of this Agreement 
is held to be illegal, invalid or unenforceable under present or 
future law effective during the term hereof, such provision shall 
be fully severable. This Agreement shall be construed and enforced 
as if such illegal, invalid or unenforceable provision had never 
comprised a part hereof and the remaining portions hereof shall 
remain in full force and effect and shall not be effected by the 
illegal, invalid or unenforceable provision or by its severance 
herefrom. Furthermore, in lieu of such illegal, invalid or 
unenforceable provision there shall be added automatically as part 
of this Agreement a provision similar in terms to such illegal, 
invalid or unenforceable provision as may be possible and be legal, 
valid and enforceable. 
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Specific Performance. Seller acknowledges that Seller's 
breach of the provisions of Section 1 of this Agreement will cause 
irrevocable harm to Purchaser, for which there may be no adequate 
remedy at law and for which the ascertainment of damages would be 
difficult. Therefore, Purchaser will be entitled, in addition to, 
and without having to prove the inadequacy of, other remedies at 
law (including without limitation damages for prior breaches 
hereof) , to specific performance of this Agreement, as well as 
injunctive relief (without being required to post bond or other 
security) . 

9. Notice. All notices, consents, requests, approvals or 
other communications in connection with this Agreement and all 
legal process in regard hereto shall be in writing and shall be 
deemed validly delivered, if delivered personally or sent by 
certified mail, postage prepaid. Unless changed by written notice 
pursuant hereto, the address, of each party for the purposes hereof 
IS the address set forth on page 1 of this Agreement. Notice given 
by mail shall be deemed delivered only when actually received. 

Descriptive Headings. The descriptive headings of the 
several sections of this Agreement are inserted for convenience 
only and shall not control or affect the meaning or construction of 
any of the provisions hereof. 

11- GOVERNING LAW. THIS AGREEMENT SHALL BE GOVERNED BY AND 
CONSTRUED AND ENFORCED IN ACCORDANCE WITH THE LAWS OF THE STATE OF 
TEXAS (OTHER THAN THE CHOICE OF LAW PRINCIPLES THEREOF) . 

IN WITNESS WHEREOF, the parties have duly executed this Non- 
Competition Agreement as of the date first above written. 

SELLER: 





WOODIEROY 
PURCHASER: 



TEXAS PHARMACEUTICALS, INC., a Texas 
corporation 




BY: 

NAME: 

TITLE: 

DATE; "7-7>My^ 
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EXHIBIT C TO AGREEMENT FOR SALE OF INVENTION AND RELATED RIGHTS 

FORM OF STOCK WARRANT 

Warrant #W002 to Purchase 250,000 shares of Common Stock r$0.01 
£arl 

WARRANT OF 

TEXAS PHARMACEUTICALS, INC.. A TEXAS COR PORATION 



THIS WARRANT OF TEXAS PHARMACEUTICALS, INC., A TEXAS 
CORPORATION (this " Warrant ") certifies that, for value received, 
the Registered Owner is entitled, subject to the terms and 
conditions of this Warrant, until the expiration date, to purchase 
the stated number of shares of the Common Stock, par value $0.01 
(the " Common Stock ") of TEXAS PHARMACEUTICALS, INC., a Texas 
corporation (the " Corporation ") from the Corporation at the 
purchase price shown below, on delivery of this Warrant to the 
Corporation with the exercise form duly executed and payment of the 
purchase price (in cash or other consideration acceptable to the 
Corporation) for each share purchased. 

REGISTERED OWNER: WOODIE ROY, 701 W. 14th Street, 

Texarkana, Texas 75501. 

PURCHASE PRICE: At par. 

EXPIRATION DATE: 3:00 P.M., December 31, 1999, unless 

sooner terminated under this 
Warrant. 

TERMS 

1- Corporation's Covenants as to Common Stock . Shares 
deliverable on the exercise of this Warrant will, at delivery, 
be fully paid and non-assessable, free from taxes, liens and 
charges with respect to their purchase. The Corporation will 
take any necessary steps to assure that the par value per 
share of the Common Stock is at all times equal to or less 
than the then current Warrant purchase price per share of the 
Common Stock issuable pursuant to this Warrant. The 
Corporation shall at all times reserve and hold available 
sufficient shares of Common Stock to satisfy all purchase 
rights of outstanding options and warrants. 

2. Method of Exercise . The purchase rights represented by this 
Warrant are exercisable solely by the Registered Owner in 
whole at any time. This Warrant does not, prior to exercise, 
entitle the Registered Owner to any voting rights or other 
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rxghts as a stockholder of the Corporation, or to any other 
rights whatsoever except the rights herein expressed. No 
dividends or distributions are payable or will accrue on this 
Warrant or the shares available for purchase hereunder until 
this Warrant is exercised. 

Transfer. This Warrant is not transferable. The Corporation 
shall not recognize any purported attempt to transfer this 
Warrant by Registered Owner or any other person or authority. 

Recognition of Registered Owner. The Corporation shall treat 
the Registered Owner as the person exclusively entitled to 
receive notices and otherwise to exercise rights hereunder. 

Effect of Certain Events. if the Corporation, by 

stock dividend, split, reverse split, reclassification of 
shares, or otherwise, changes as a whole the outstanding 
Common Stock into a different number or class of shares, then: 

a. the number and class of shares so changed will, for the 
purposes of this Warrant, replace the shares outstanding 
immediately prior to the change; and 

b. the Warrant purchase price in effect, and the number of 
shares available for purchase under this Warrant, 
immediately prior to the date upon which the change 
becomes effective, shall be proportionately adjusted (the 
price to the nearest cent) . Irrespective of any change 
in the Warrant purchase price or the number of shares 
purchasable under this or any other Warrant of like 
tenor, the Warrants theretofore or thereafter issued may 
continue to express the Warrant purchase price per share 
and- the number of shares available for purchase as the 
Warrant purchase price per share and the number of shares 
available for purchase were expressed in the Warrants 
when initially issued. 

Notice of Adjustment. On the happening of an event 
requiring an adjustment of the Warrant purchase price or the 
shares available for purchase hereunder, the Corporation shall 
forthwith give written notice to the Registered Owner stating 
the adjusted Warrant purchase price and the adjusted number 
and kind of securities or other property available for 
purchase hereunder resulting from the event and setting forth 
in reasonable detail the method of calculation and the facts 
upon which the calculation is based. The Board of Directors 
of the Corporation, acting in good faith, shall determine the 
calculation. 

Notice and Effe ct of Dissolution . In case a voluntary or 
involuntary dissolution, liquidation, or winding up of the 
Corporation is at any time proposed, the Corporation shall 



19 



give written notice to the Registered Owner at least thirty 
(30) days in advance of such event, if possible. Such notice 
shall contain (a) the date on which the transaction is to take 
place; (b) the record date as of which holders of Common Stock 
will be entitled to receive distributions as a result of the 
transaction; (c) a brief description of the transaction; (d) 
a brief description of the distributions to be made to holders 
of Common Stock as a result of the transaction; and (e) an 
estimate of the fair value of the distribution. On the date 
of the transaction, if it actually occurs, this Warrant and 
all rights hereunder will terminate if this Warrant has not 
been exercised by the Registered Owner. 

8. Notices. Notices shall be given by first class mail, postage 
prepaid, addressed to the registered owner at the address 
shown above or other address as may be hereafter provided to 
the Corporation. No notice to warrant holders is required 
except as herein specified. 

TEXAS PHARMACEU^CALS, INC.^ a Texas 
corporation 



BY: 




NAME: ' /\pfrp^<^J'-tJ/^^/^ 
TITLE : / } f'Ltytd/c ^ ; 



DATE : -i^U-^\ 



EXERCISE FORM 



[To be executed by the Registered Owner to exercise the Warrant] 

The undersigned hereby surrenders and delivers this Warrant to 
TEXAS PHARMACEUTIQMiS. ^NC. , a Texas corporation, together with the 
cash payment of ^^^eB%-^©0 (or other consideration acceptable to 
Corporation) for the purchase of 250,000 shares of Common Stock or 
such other number of shares as shall be equal to twenty-five 
percent (25%) of the total outstanding shares of all classes of 
stock in TEXAS PHARMACEUTICALS, INC. , a Texas corporation. 



[Please sign exactly as name appears on Warrant] 

WOODIE ROY 

Taxpayer ID No. 



Date: 
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AFFIDAVIT AS TO FACT 



* 

* KNOW ALL MEN BY THESE PRESENTS: 

* 



BEFORE ME, the undersigned authority on this day personally 
appeared WOODIE ROY, a single person, whose address is currently 

— ; T^y^y^^/^ ^N ^ ^ 'yi^)CA^ ^ ^ 

being over the age of eighteen (18) years and otherwise fully 
competent to make this Affidavit, and who, after being by me duly 
sworn, deposed and stated the following to be true and correct: 

"I am a co-inventor of the Invention more particularly 
described on Schedule 1 to this Affidavit. 

I have the status of co-inventor based upon my suggestion to 
Nicholas Bachynsky that dinitrophenol could be used to induce 
hyperthermia in patients who have cancer or human immuno-def iciency 
virus (HIV) and my request that he explore the possibility of this 
use. I knew that certain malignant tumors and HIV are believed to 
be sensitive to heat and because of my previous work with Dr. 
Bachynsky using dinitrophenol in other applications, I knew that 
one o^ the properties of dinitrophenol is its ability to induce 
heat in humans. 

I recognize and confirm that Texas Pharmaceuticals, Inc. 
and/or^ James J. Naples have expended money to research the 
viability of this application of dinitrophenol and have done so 
with the understanding that Texas Pharmaceuticals, Inc. would own 
the commercial rights to any patent or therapy involving the use of 
dinitrophenol in the treatment of malignant and infectious 
diseases. 

As set forth in my Assignment of my rights to Texas 
Pharmaceuticals, Inc., I have conveyed all of my right, title and 
interest in the use of dinitrophenol as therein described for the 
sole purpose of vesting in Texas Pharmaceuticals, Inc. such rights. 
I do not know of anyone, other than Nicholas Bachynsky and Texas 
Pharmaceuticals, Inc., who has any claim to this invention of which 
I am co-inventor, whether as an inventor or as an assignee of an 
inventor. 

I understand that each of the statements contained herein will 
be relied upon by Texas Pharmaceuticals, Inc. in paying to me the 
Purchase Price described in that certain Agreement for Sale of 
Invention and Related Rights dated July 20, 1998, between me and 
Texas Pharmaceuticals, Inc. 



THE STATE OF TEXAS 
COUNTY OF 



AFFIDAVIT OF FACT 
PAGE 2 



Further, I represent that I have examined this Affidavit and 
the attachment hereto and, to the best of my knowledge and belief 
It is true, correct and complete." ' 

EXECUTED as of the day of 

1998. 




AFFIANT: 




[SEAL] 




f ^<-J^S^^^^ SWORN TO ME BY WOOD IE ROY on this — day 




My Commission Expires: 




NOTARY PUBLIC, STATE <6f TEXAS 
Printed/ Typed Name of '^Notary 



SCHEDULE 1 TO A.qslGNMFf\JT 
INVENTION 

This Invention provides a medical method for: (1) prevention of life threatening 
hypotherrriia; (2) enhancing magnetic resonance spectroscopy and positron emission 
tomographic metabolic imaging; and (3) treatment of resistant neoplastic and 
infectious diseasebyconcurrentadministrationofdinitrophenol (or other mitochondrial 
]nr^nS!^^ V°'^ ""^^^Pl'^a agents, e.g., carbonylcyanide m-chorophenylhydrazone 
(CCCP), carbonylcyanide-p-trifluoromethoxy-phenylhydrazone (FCCP), recombinant 
brown fat type protein, or lipid proton ionophores] and respiratory oxygen, intravenous 
fluids, anti-platelet drugs, as needed cooling, and specific metabolic, activating 
cytokines [e.g., recombinant tumor necrosis factor (TNF), interferons, etc.], hormones 
{e.g., glucagon), and other medications to control and focaliy enhance the 
mitochondrial uncoupling effects. 

The present invention avoids the use of labor intensive, complex hyperthermia 
equipment, including invasive extracorporeal perfusion, with its associated thermal 
gradient toxicity problems to interposed normal tissues, inherent to all therapeutic 
methods of delivering heat from the outside-in. A new use(s)/method of generating 
intracellular oxygen derived free radicals, and heating from within the cell has been 
discovered for dinitrophenol (or other oxidative phosphorylation uncouplers) In 
prevention of cold injury, and treatment of free radical-thermosensitive parasites (e.g., 
Echinococcus), bacteria (e.g.. Borrelia burgdorferi), lipid enveloped viruses (e.g., HIV), 
and neoplasia (e.g., gastric adenocarcinoma). It has further been discovered that 
cataracts. induce,d by dinitrophenol in the treatment of chronic obesity, can be 
prevented by concomitant administration of a variety of free radical scavenging 
agents, including tocopherol, ascorbic acid, and beta-carotene. 

Briefly, the present invention is a new use(s)/method of Inducing Increased, 
intracellular free radical flux and hyperthermia, including the procedure of administrat- 
ing dinitrophenol to patients in doses sufficient to denature and inactivate targeted 
biologic systems. Concurrent administration of tissue selective activating hormones, 
biologicals or drugs permits greater enhancement of the therapeutic index, while 
physiologic gain cooling, fluids, respiratory oxygen, and monitoring procedures permit 
safe therapeutic control. The figure on the attached page depicts an example 
use{s)/methodology of this process in an algorithm. 



FOR nTAPMrfJie^'^^^™ MITOCHONDRIAL UNCOUPLING METHOD 
FOR DIAGNOSIS Qfi^TREATMENT OF INFECTIOUS AND liM^IGNANT DISEASE 




ORGANISM 
or 

KALIGNANCY 



PATIENT 



TREATMENT EVALUATION 



BIOLOGIC CRITERItV 

* Cooflraed Diagnosis by culcure, PGR, or 
hiscopachology; specific serology. 

* Known Temperacure and Hcacing Tiae 
required tor i'nacclvacion, e.g., 
Treponeaa pallidun (syphilis)- 
4l.5*C ^ I hour; Borrella burjgdor- 
ferl (Lyme Disease) -4 1 .5 'C 5 I hour; 
Echlnococcus mulcllocularis (Hydacld 
lncescacloa)-4l*C Q 15 minuces; HIV , 
chronically infecced (provirus) cells 
(tissue culcure)-A2'C 8 10 hours, wich 
recoabinanc TNF-a, 42*C § 3 hours, 
ICaposi's sarcoma , HIV loeeccion in che 
?acienc-42*C 9 2 hours/44*C 3 15 otnuces. 

* Unknovn Teaperacure and aeatinj Tiae 
required for inaccivacion o: aeoplasras, 
or o;her inreccious ageacs, decerair.cd 
by prediccive - assay oc biopsy/culcure; 
generally, creacnenc ceapera:ure/cltae 
will be decreased due co endogenous un- 
coupling also occurring in =argeced 
biologic syscea (e.xcepc viral). 



CLINICAL CRITERIA • 

* Siscory of cardiac, hepactc, puJaonary 
renal, CNS, malignanc hypercheraia, or 
endocrine disease, i.e.. exclusion oc 
paciencs-congescive hiarc failure, severe 
dysrhychaias; alcoholic or ocher hepacicis 
uich eievaced bilirubin/enzymes; knovn 
endocrinopachies of briccle diabeces» 
pheochromocycoaa, ecc; medicacions known 
CO sciaulace Che physiologic response of 
hyperaecabolic scace and hypercheraia, e.g., 
vascular conscriccors, ancicholinergics, 
calciua channel blocker, ecc. 

* Pulaonary, renal, hepacic funccioa cescs; 
chesc X-ray; C3C -Jich place lec counc; Chea 
profile wich Ca"^, Mg"^, PO^*; exercise- 
xulcigaced cardiac radioaucleocide scan 
vich cescing ejeccicn craccion of ac lease 
45*, and no deceriorarion upon exercise. 

* Enhancing or seaslcizicg agencs co increase 
cherapeucic gain, i.e., use of ionising 
radiacion, cheaocherapy , drugs, or biologic 
modifiers (synergistic or addicive). 



METHOD PROTOCOL 



I TREATKENTi 



BASELIKE & MONITORED 



* Diaicropbeaol, dosage & schedule * ^^Seo coosuapcion/iacrease . precedes core 



on '*3iologic/CliaicaL Criceria"; 
IV (or IM-SC) cesc dose (lag/kj) 
by VC^ response- lal O2/sec-20wac:s; 
cosaon IV dosage. l-5mg/kg, q l-i hr. 



ceaperazure increase by 4 ainuces; prolonged 
or high risk pacienc-add icional aonicoring o: 
cissue oxygenacion by gascric ?H, NMR, PET or 
infrared speccroscopy , ear oxiaecry, blood gas. 



cachecer cheraiscors. 



Ocher aicochoadrlal uacoupllog 
ageocs, increased pocency/aore 



Cardiac funccioa, cocicinous display of rhycha, i 

race, blood pressure and respiracory race; 

localized effecc, e.g., FCCP, CCC?, Swan-Canz cachecer for high risk pacieac. 

pcrfluorooccane sulfooaotde, SF- « on /r ^ . . , . . - 

^o,,. .. .* Renal oucpuc/f uoccion , aamcain ac lease l-!.,53l 



63^7; long chain faccy acids, and 
brown fac "cheraogin" , ecc. 

Modulacing-coocrolling agencs, * 
cissue specific mediacors which 
aodulace subscrace curnover races 
chrough Krcbs cycle; glucagon, ^ 
.5-lOag/hr-IV; dopaained-lO micro- 
graas/kg/ain) ; insulin-dose based 
on blood glucose; dobucamine(l-l5 * 
aicrograeas/kg/ain) ; aarinone(5-7.5 
oicrograms/kg/ain); isoprocerenol 
(.5-2 aicrograras/ain) . 



MANAGEMENT 

Chcygea (ICOI) 9 4-6 licers/ainuce via 
nasal cannula /face mask. 

Heac coocrol vich evaporacion prevencing- 
wacer absorbing blankecs/plascic liners; 
cooling concrol-if needed vich cepid H^O 
spray and/or fan evaporative loss; use of 
P.O. propylthiouracil (PPJ);. Decadron-I.V. 

Intravenous fluids, i.e., .851 Saline, 
D.Wj-jNS, suppleoenced with appropriate 
milliequivalencs of K^, PO^". Mg"*^; fluid 
race CO ccapcnsace for evaporacive and 



per kg /hour; observe for possible ayoglobinuria "'i^iary losses, maincain 3?. 



and monicor fluid inpuc/oucpuc . 

Oepacic funccioa ccscs, ac cargec ccapcracure; 
iosoenzyme f raccionacion if Cuaor lysis is a 
consideracion. 

CNS agicatioo, an.xiety, possible seizure pro- 
phylaxis. 

Blood chcmiscry/elcccrolyces-glucose , PO^*^ 
scrum creacinine. 



* Arrhycbaia concrol, if needed-use of non- 
negative inocropic, or drugs thac cannot 
cause cardiac decompensation in hypemeta- 
bolic sca:e e.g., lidocaine; avoidance of 
beta blockers and Ca"*^ channel blockers. 

* Anxiety, possible seizure control wich 
I.V. valiua, chtopental; avoidance of 
drugs wich acropine like effects or aajor 
anti-psychocic drugs. 



MEDICAL USES 




DLACMOSIS - Eahanceacnc 
of ^^KR, PET, & Sear- 
Infrared Speccroscop/. 



TEElAfT OF IKFZCTIOUS 

& MALICXAXr DISEASE 
(dosase/frcqucncy of 
uncoupling agenc will 
b« <l«c<r9ilDcd by chc 
specific *itaz crcjced 
4 us« of aodulacing. 
ftohjaclng, or ocher 
coablocd chtrapy drugs. 



-^•Senslcivtcy increased by enhanced aeiabollc dlflerences 
becweea diseased/r.o™l tissues, i.e., 0,, glucose, faccy 
acid, AT?, phosphocreaclae & specific suSscrace consuapc- 
lon; laccic acid, free radical producclon; early diagnosis 
4 predtctablllty of disease cceacacnt paraaecers/success . 



->-PA3tASITIC (See Illustrative Exaaple) 



M.Wi hr (or l"»)^ aACT^(3^,,,Ha buradorferi) 
42-C/2 CO 8 hrs (or less) ^^^^ ^^^^^ 



Based on predtcelv biopsy and use of radtaelon. j^^ ^^f^t^f 
cheaocheraov or bloloxic response sodLflers 



xuLUi)iKAi ivc m:.iHUU/USE EXAMPLE-^ 

A 52 year old whice ^^As male, huncing dog trainer r^^-JB. j -.u • 

quadranc abdominal paiMiscocy revealed P-sc(2t'i:i',^''lf!f'^^^^^^^^^ ^ 
and creacmenc uich albendazole (only 1 dose was given bL. ^^P^'^^'^^ "^y^^ , surgery 
ion). He denied hiscory of weighc Lss. pulmonary cardiac ^"^P^^^^^^,^" «-cc- 

Upon physical exa.inacion. he had a ue ghc ortss pounds (9^^^?"^!!^^ f"t"1V> 

v:ile'd^'o';°^''''".."'""r"' -d n^clear „agneci^^r™^^^ 
vealed 4 (2-3 cm. m dianecer) cyscs in the mid-righc lobe- ELISA serolLv chL ! 
?he"fM"f' Cicer specific for Hydatid disease wifh Echin^coccSs J^l o'cu a L 
The pacienc refused to encercain any additional surgery or albendazole cherapy 

After clinical assesscaenc and treatment evaluation, i.e.. Echinococcus multilocu- 
lar.s protoscoleces and gerzainal layers are destroyed at Al'C/lS minutes, whereas 
iou^r^nf r^"' withstand temperatures of 42'C to for known periods of 20 

hours and 15 minutes respectively, the patient was eiven I a.;oirin- in T- 

^miJr-e^ T\ '""rr^ '^""^ °' ' sal\^L^\o^::?; ng'9 mi2i.o^\^r?jS 

7 mUlxequivalents of K^". and 2cc of 50% saturated solution of Mg.SO, /liter! were^^"^' 
infused at a rate of 12cc/kg/hr. Urine output was maintained at rlc/^g/Jour or greater 
Esophageal (optional rectal and foley (16 gauge) tipped bladder catheter thermistors 
gave temperature readings every two minutes within O.rc Cardiac rate, rhythm JLod 

channe"r;on?L"'?""'' """" ''"^ ^'""^ continously displayed on a muUi- 

channel monitor. Intravenous glucagon-2mg/hr was infused, with 1 mg given prior to DNp' 

The patient was covered with a water absorbing polyethelene lined blanket, and 
ba 'conection^F"' flow/oxygen consumption (VO^) was determined using a 3 minute 
(2? DNP/57 NaHCo/a"l3^^^^^^ after intravenous adminLtration of 90 mg of linitrophenol 
sv;crrtic reaction . f^f^'^e termination that there was no untoward or idio-. 

syncratic reaction, an additional 90 mg of 2.4 dinitrophenol (total of 180mg, 2mg/kg 
A° a'ddrtfonalTo "a""'' '°s''°"^ Physiologic parameters are shown in the ^'able bllow. 
t^.T^t, t I 2 "f" obtained five minutes after the second dose of DNP and the 

na--ainerbv"oc:i;"' °" °? ^"^et core temperature was 

"ro^^ mf/hL! ! r '"°'"r'' ^ decreasing the glucagon infusion rate 

lo / " o^aintained at a core temperature of 4I.3'C for 

pLat^ve a,;d Hr'-'^'"' T'" '^'^"'^""^^ "^^^^i^S ^he blanket and permitting eva- 
porative and radiant neat loss to return the body temperature to a normothermic level. 

TABLE 

(Tt<atMac of H/dacU' dU<as«-£«!itaae9ccu< »lcilacula;li) 

Kiapctoa CardUc Lio Orlae OucsuC 
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J./ VgrUclonj o! ch« 4bov« u$«/Bechod, I.e., prococol cvaluacton, .onUortng, ocJlcac tons/datacc. 
MM of -IcochondrtU uncoupling, will be n^cessUacect by funtcU S;ni?«?f5 

bloloxLc syjca. cr«ac>tnc fjccors. Such vartacLons for creac-<nc of ochcr parasUlc (• I H!laftaJ 
bacccrlal (..,., Lyo*. Hanicns dUcaJc) , viral (e.g.. HtV) and ncoplaiclc dUcaic wiu"5«»^ cl 
Cho*. .killed in ch, arc of -cdlclnc, and will b« Sore fully described In Chrp!?cni IppHcaclon. 
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A PRpFCSSlONAL CORPORATION 



ATTORNEYS AT LAW 



G. WAYNE CHOATC 

BOAAO CCRTtFtCO 

COMMcnciAL RcAc Estate Law 

TcxAS BOAMO or Lcoac S^ccialization 



ai22 NORTH MAIN AVENUE 
P.O. BOX I 20-480 
SAN ANTONIO. TEXAS 7e212.deeO 



TELEPHONE 
(2IQ> 733-€030 



rACSIMILE 
<2IO) 733<5330 



JOHN GOOOE 



Sender's E-Mail: choate@goodelaw.com 



May 1, 2001 



CERTIFIED MAIL, RETURN RECEIPT REQUESTED 
NO. 7106 4575 1294 0281 2215 



Dr. Nicholas Bachynsky 
WERNB Medical Interests 
5944 Coral Ridge Drive, Ste. 202 
Coral Springs, Fl. 33076 

Re: Texas Pharmaceuticals, Inc., a Texas corporation (the 



Enclosed is a Declaration for Patent Application prepared for submission to the 
U.S. Patent and Trademark Office in connection with the pending Application for 
Patent concerning chemically induced intracellular hyperthermia. As the co-inventor 
of the subject matter of this Application for Patent, your certification of the rtiatters 
set forth in the enclosed Declaration for Patent Application is necessary to complete 
this application. 

As you may recall, under the terms of the Assignment dated March 4, 1998, 
executed by you, as co-inventor and assignor, to the Corporation, as assignee, you 
contracted to promptly execute all declarations or other papers that are deemed 
necessary by the Corporation for filing and prosecuting patent applications (see page 
3, numbered paragraph 2). The enclosed document is deemed necessary by the 
Corporation for isuch purpose. 

Please sign the enclosed document in the space provided beneath your name 
and address on page 2 and return to me in the enclosed self-addressed and stamped 
envelope. Upon receipt, I will forward the same to the Corporation's patent counsel 
for filing with the U.S. Patent and Trademark Office. 

If the signed Declaration for Patent Application is not received in my office on 
or before May 14, 2001, I will assume that you have declined to execute this 
document and will proceed to prepare the documents necessary to submit such 



"Corporation") 



Dear Nick: 
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SENDERS RECORD 



Dr. Nicholas Bachynsky 
May 1, 2001 
Page 2 



Declaration for Patent Application. However, I should advise you that your failure to 
timely sign and return the enclosed document will result in additional, unnecessary 
expense to the Corporation for which you may be responsible under the terms of the 
Assignment. 

Please call if you have any questions. 



GWC/yge 
3712-001 

Enclosures - as noted 

cc: (w/o enclosures): Dr. James Naples, President 

Texas Pharmaceuticals, Inc. 



Sincerely, 



G. Way lie Choate 
For the Firm 




Melissa D. Schwaller, Ph.D. 
Fulbright & Jaworski, L.L.P. 



L^cuiai diiuii lor raierii AppllC3tlon 


Attomey Docket No. jHO-P01615US1 




rirsi iName inventor INicnolas Bachynsky 


1 1 Submitted [x] Submitted after initial 


COMPLFTP IF KNOWN: 
Application No, 09/744,622 


Filing Date January 26, 2001 




Group Art Unit N/A 




^am»ner |Not Yet Assigned 



As a below named inventor, 1 hereby declare that: 

My residence, mailing address and citizenship are as stated below next to my name. 

I believe I am the original, first and sole inventor Of only one name is listed below) or an oriqinal first 
and joint inventor (if plural names are listed below) of the subject matter which is claimed and for which 
a patent is sought on the invention entitled: 

CHEMICALLY INDUCED INTRACELLULAR HYPERTHERMIA 

The specification of which 

I I is attached hereto 
OR 

fx] was filed on January 26, 2001 

as United States Application No. or PCT International Application No. 09/744.622 

and was amended on (if applicable). ' ' 

I hereby state that I have reviewed and understand the contents of the above-identified specification 
including the claims, as amended by any amendment refen-ed to above. 

I acknowledge the duty to disclose information which is material to patentability as defined in 37 CFR 
1 .56, including for continuation-in-part applications, material infonmation which became available 
between the filing date of the prior application and the National or PCT International filing date of the 
continuation-in-part. 

I hereby claim foreign priority benefits under 35 U.S.C. 119(a)-(d) or 365(b) of any foreign 
applications(s) for patent or inventor's certificate, or 365(a) of any PCT intemational application which 
designated at least one country other than the United States of America, listed below and have also 
Identified below, by checking the box. any foreign application for patent or inventor's certificate or any 
PCT international application having a filing date before that of the application on which priority is 
claimed. ^ ^ 



Prior Foreign Application{s) 



Priority Certified 



US99/16940 
(Number) 



PCT 



(Country) 



07/27/99 



(Filing Date) 



YES NO 

□ □ 



(Number) 



(Country) 



(Filing Date) 



□ □ □ 



(Number) 



(Country) 



(Filing Date) 



□ □ □ 



1 



IN UEU OF pro SBA)1 (1(M0) 




r~1 Additional prior foreign applications are listed on a supplemental data sheet attached hereto. 

I hereby claim the benefit under 35 U.S.C. Section 1 19(e) of any United States provisional 
application(s) listed below: 



60/094.286 


07/27/98 


(Application No.) 


(Filing Date) 


(Application No.) 


(Filing Date) 


(Application No.) 


(Filing Date) 



I I Additional U.S. provisional applications are listed on a supplemental data sheet attached hereto. 



I hereby declare that all statements made herein of my own knowledge are true and that all statements 
made on information and belief are believed to be true; and further that these statements were made 
with the knowledge that willful false statements and the like so made are punishable by fine or 
imprisonment, or both, under 18 U.S.C. 1001 and that such willful false statements may jeopardize the 
validity of the application or any patent issued thereon. 



Full name of sole or first inventor 

Nicholas Bachynsky 
Residence 

Coral Springs, Florida ^^^^^ 

Citizenship * USA- 
Mailing Address 

5944 Coral Ridge Drive, #202. Coral Springs, Fi 33076 



Full name of second inventor 
Woodie Roy 

Residence 

Coral Springs, Florida 

Citizenship USA 
Mailing Address 

5944 Coral Ridge Drive, #202. Coral Springs, FI 33076 



I hereby certify that this correspondence is being deposited vvfth the U.S. Postal Service as Express Mail, Airbill No. - in an 

envelope addressed to: Commissioner for Patents. Washington. DC 20231, on the date shown below. 

Dated: , 2001 Signature: ( _j 



2 



tn neu of pro Sa-02B (1 1-00] 



2. Article Number 




TlDl. 1575 12m OS&l SSI5 



3. Service Type CERTIHEDMAIL 



4. Restricted Delive'ry? (Extra Fee) 



□ Yes 



^•EJf©ffiefi53L^A5=BACHYNSKY 
WERNB MEDICAL INTERESTS 
5944 CORAL RIDGE DRIVE STE 202 
CORAL SPRINGS FL 33076 



COMPLETETHIS SECTION OM DELIVERY 




. 3712-001 J/1/01 



SENDER: i^il^ 



RE: 



PS Formi381t,!June. 2000 f ■: ] j { i Domestic Return Receipt 



TO 



71Qt M57S 1H^^ 0261 2215 

DR NICHOLAS BACHYNSKY 
WERNB MEDICAL INTERESTS 
5944 CORAL RIDGE DRIVE STE 202 
CORAL SPRINGS FL 33076 



SENDER: 



yge 



REFERENCE: 



3712-001 5/1/01 



RETURN 
RECEIPT 
SERVICE 


- — ■■ 

Postage 




Certified Fee 


0.00. 


Return Receipt Fee 


e^ee 

6:66 


Restricted Delivery 




Total Postage & Fees 


6:66 



US Postal Service 

Receipt for 
Certified Mail 



POSTMARK OR DATE 



No Insurance Coverage Provided 
Do Not Use for International Mail 



G00X>jE Cj^SEB tJoiSTES 



A PROFESSIONAL CORPORATION 
ATTORNEYS AT LAW 



WAYNE CHOATE 
BOAMO CcMTinco 

COHMCACIAL RCAU CaTATC Law 

TcxAS BoAAO or LcOAt. Spccialization 



212a NORTH MAIN AVENUE 
P.O. BOX 120-4.60 
SAN ANTONIO. TEXAS 76212-9660 



TELEPHONE 
(HIO) 733-e030 



FACSIMILE 
<2IO) 733-O330 



JOHN aOOOE 



Sender's E-Mail: choate@goodeIaw.com 



May 1, 2001 



CERTIFIED MAIL, RETURN RECEIPT REQUESTED 
NO. 7106 4575 1294 0281 2208 



Ms. Woodie Roy 
WERNB Medical Interests 
5944 Coral Ridge Drive, Ste. 202 
Coral Springs, Fl. 33076 

Re: Texas Pharmaceuticals, Inc., a Texas corporation (the 



Dear Woodie: 

Enclosed is a Declaration for Patent Application prepared for submission to the 
U.S. Patent and Trademark Office in connection with the pending Application for 
Patent concerning chemically induced intracellular hyperthermia. As the co-inventor 
of the subject matter of this Application for Patent, your certification of the matters 
set forth in the enclosed Declaration for Patent Application is necessary to complete 
this application. 

As you may recall, under the terms of the Assignment dated July 21, 1998, 
executed by you, as co-inventor and assignor, to the Corporation, as assignee, you 
contracted to promptly execute all declarations or other papers that are deemed 
necessary by the Corporation for filing and prosecuting patent applications {see page 
3, numbered paragraph 2). The enclosed document is deemed necessary by the 
Corporation for such purpose. 

Please sign the enclosed document in the space provided beneath your name 
and address on page 2 and return to me in the enclosed self-addressed and stamped 
envelope. Upon receipt, I will forward the same to the Corporation's patent counsel 
for filing with the U.S. Patent and Trademark Office. 

If the signed Declaration for Patent Application is not received in my office on 
or before May 14, 2001, 1 will assume that you have declined to execute this 
document and will proceed to prepare the documents necessary to submit such 



If 



Corporation") 
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SENDERS RECORD 



Ms. Woodie Roy 
May 1, 2001 
Page 2 



Declaration for Patent Application. However, I should advise you that your failure to 
timely sign and return the enclosed document will result in additional, unnecessary 
expense to the Corporation for which you may be responsible under the terms of the 
Assignment. 

Please call if you have any questions. 



GWC/yge 
3712-001 

Enclosures - as noted 

cc: (w/o enclosures): Dr. James Naples, President 

Texas Pharmaceuticals, Inc. 



Sincerely, 




G. Wayrfe Choate 
For the Firm 



Melissa D. Schwaller, Ph.D. 
Fulbright & Jaworski, L.L.P. 



Declaration for Patent Application 



Attorney Docket No. 



First Name Inventor 



COMPLETE IF KNOWN- 



HO-P01615US1 



Nicholas Bachynsky 



I I Submitted [x] Submitted atter initial 



Application No. 



09/744,622 



Filing Date 



January 26, 2001 



Group Art Unit 



N/A 



Examiner 



Not Yet Assigned 



As a below named inventor. I hereby declare that: 

My residence, mailing address and citizenship are as stated below next to my name. 

I believe I am the original, first and sole inventor (if only one name is listed below) or an original first 
and joint inventor (if plural names are listed below) of the subject matter which is claimed and for which 
a patent is sought on the invention entitled: 



09/744,622 



CHEMICALLY INDUCED INTRACELLULAR HYPERTHERMIA 

The specification of which 

I I is attached hereto 
OR 

[x] was filed on January 26, 2001 

as United States Application No. or PCT Intemational Application No. 
and was amended on (if applicable). 

I hereby state that I have reviewed and understand the contents of the above-identified specification 
including the claims, as amended by any amendment refen-ed to above. 

I acknowledge the duty to disclose information which is material to patentability as defined in 37 CFR 
1.56. including for continuation-in-part applications, material information which became available 
between the filing date of the prior application and the National or PCT Intemational filing date of the 
continuation-in-part. 

I hereby claim foreign priority benefits under 35 U.S.C. 1 1 9(a)-(d) or 365(b) of any foreign 
applications(s) for patent or inventor's certificate, or 365(a) of any PCT Intemational application which 
designated at least one country other than the United States of America, listed below and have also 
Identified below, by checking the box, any foreign application for patent or inventor's certificate or any 
PCT international application having a filing date before that of the application on which priority is 
claimed, ^ ^ 



Prior Foreign App!ication(s) 



US99/16940 



PCT 



(Number) 



(Country) 



(Number) 



(Country) 



(Number) 



(Country) 



(Filing Date) 



(Filing Date) 



(Filing Date) 



Pnonty Certified 




YES 


NO 


□ 


□ 


X 


□ 


□ 


□ 


□ 


□ 


□ 



IN LIEU OF PTO SBA}1 (ICWO) 




n Additional prior foreign applications are listed on a supplemental data sheet attached hereto. 

I hereby claim the benefit under 35 U.S.C. Section 119(e) of any United States provisional 
application(s) listed below: 



60/094.286 


07/27/98 


(Application No.) 


(Filing Date) 


(Application No.) 


(Filing Date) 


(Application No.) 


(Filing Date) 



I I Additional U.S. provisional applications are listed on a supplemental data sheet attached hereto. 



I hereby declare that all statements made herein of my own knowledge are true and that all statements 
made on information and belief are believed to be true; and further that these statements were made 
with the knowledge that willful false statements and the like so made are punishable by fine or 
imprisonment, or both, under 18 U.S.C. 1001 and that such willful false statements may jeopardize the 
validity of the application or any patent issued thereon. 



Full name of sole or first inventor 
Nicholas Bachyns ky 
Residence 

Coral Springs, Florida 

Citizenship USA - 
Mailing Address 

5944 Coral Ridge Drive, #202, Coral Springs, Fl 33076 



Full name of second inventor 

Woodie Roy 

Residence 

Coral Springs, Florida 

Citizenship USA 
Mailing Address 

5944 Coral Ridge Drive, #202, Coral Springs, Fl 33076 



I hereby certify that this correspondence is being deposited with the U.S. Postal Service as Express IWail. Airbill No. 
envelope addressed to: Commissioner for Patents, Washington. DC 20231, on the date shown below. ' 

Dated: , 2001 Signature: ( 
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2. Article Number 




TLOb MS7S lE^M DSAl SSQfl 



3. Service Type CERTIFIED MAIL 



4. Restricted Delivery? fBrt/a Fee) 



□ Yes 



.1. Article Addressed to: 

MSWOODIEROY 
'^WERNB MEDICAL INTERESTS 
5944 CORAL RIDGE DRIVE SUITE 202 
CORAL SPRINGS FLORIDA 33076 



;3?:.:.i-bOM^ DELIVERY : : ] 


A. Received bv f Please Print niPAfh/S ' ' * 




C. SignarG?&v . ' 

- f \ ' ^^Tt""^*. " ■ ■ ^ ■ 






3 . ■>-'n-J Agent . 
--'''^Vcs^rn Addressee 


D. Is deli^ address different^?fc^m^3^ . 
• V ' If YES. entBf delivery addc^^v^'^^ 7/- 
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SENDER: -^J^J^Mi 



I ;PS Form 381 1 . June 2000 



Domestic Return Receipt 
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TO: 



MSWOODIEROY 

WERNB MEDICAL INTERESTS 

5944 CORAL RIDGE DRIVE SUITE 202 

CORAL SPRINGS FLORIDA 33076 



SENDER: yg« 5/1/01 

3712-001 5/1/01 

REFERENCE: 



RETURN 


Postage 




RECEIPT 
SERVICE 


Certified Fee 


0.00 


Return Receipt Fee 


9:06 




Restricted Delivery 


0:0^- 




Total Postage & Fees 


OM 



us Postal Service 

Receipt for 
Certified Mail 



POSTMARK OR DATE 



No Insurance Coverage Provided 
Do Not Use for International Mail 
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Gooi^s Ojl^s:b KJoyj'Es 



A PAO'e49tOMAL CaRPORATIOn 
ATTORN EVS A.T t-AW 





rAGGlMlUC 



April 29. 2002 



VfA OVERNiQHT COURIER: (954) 52 2- 2200 

VIA CERTifJED MAIL/RRR - 7106 4575 1294 0281 9S04 

Harris K. Solomon 

BRINKLEY, McNERNEY, MORGAN, SOLOMON & TATUM, LLP 
200 East Las Olas Boulevard 
Suite 1900 

Fort Lauderdale, Florida 33301-2209 



Dear Mr. Solomon: 

By letter of August 30, 2001 , you wrote to me in your capacity as counsel for 
Nicholas Bachynsky and Woodle Roy. By telephone conversation of April 26, 2002, 
betv\/een you and Dr, James J. Naples, you confirmed that your firm continues to 
represent Nicholas Bachynsky and Woodie Roy. 

On behalf of my client, Texas Pharmaceuticals, Inc, enclosed are: 

1, Declaration for Patent Application English Language Declaration, Attorney 
Docket No. HO-P01615US1, Nicholas Bachynsky, Inventor, Application No. 
09/744,622, Filing Date January 26, 2001, for submission after initial filing, 
for signature by Nicholas Bachynsky and Woodie Roy; and 

2. Copies of documents relating to patent filing by Texas Pharmaceuticals^ Inc. 
under Attorney Docket No. HO-P01615WOO/09805783, Application No. 
US99/16940, dated July 27. 1999, titled "Chemically Induced Intracellular 
Hyperthermia" as follows: 

a. Transmittal letter to the United States Designed-Elected Office 
Concerning a Filing Under 35 U.S.C. 371; 

b. Check No. 44358, dated January 26, 2001, payable to Assistant 
Commissioner for Patents and Trademarks, for $1,335.00, for filing fee 



Re: Nicholas Bachynsky and Woodie Roy 



No Transmission Information A^^K>le in on line CO] for CD01887 Printed 0S^^W02 14:11 * Pg 4/5 
Sent by: GCJRC&W 210 733 0330; 05/01 /02 ^^^PM;JfitQB_#a2; Page 4/5 



Harris K. Solomon 
April 29, 2002 
Page 3 

and prepaid overnight courier wrapper. Please also fax a signed copy to me at (210) 
733-0330 not later than Monday, iWay 6, 2002. 

If the fully signed Declaration for Patent Application Is not received in my office 
on or before Monday, May 6, 2002, 1 win assume that your clients have declined to 
execute this document. 

Under cover of my letter dated May 1. 2001. sent by certified mail, return 
receipt requested, addressed to Nicholas Bachynsky, a Declaration for Patent 
Application was submitted to him for signature, and under cover of my letter dated 
May 1, 2001, sent by certified mail, return receipt requested, addressed to Woodie 
Roy, a Declaration for Patent Application was submitted to her for signature 
Although the return receipts (green cards) were received In my office, neither Mr. 
8achynsl<y nor Ms. Roy returned a signed Declaration for Patent Application. 

Texas Pharmaceuticals, Inc. has been put to considerable expense In its efforts 
to obtain a signed Declaration for Patent Application from Mr. Bachynsky and Ms 
Roy, despite their clear contractual obligation to cooperate In providing such 
documentation. Please provide the signed Declaration for Patent Application without 
delay to avoid further cost to my client. If your clients continue to refuse to 
cooperate, Texas Pharmaceuticals, Inc. will hold both Bachynsky and Roy financially 
responsible for the costs and expenses incurred by Texas Pharmaceuticals, Inc. In 
obtaining this documentation or In proceeding with the patent application process 
without this documentation. 

To facilitate this process, I have forwarded copies of this letter and all enclosed 
documentation, including the Declaration for Patent Application, to the last known 
address for Bachynsky and Roy. 

Please call If you have any questions. 

Sincerely, 




G. Wayne Choate 
For the Firm 

GWCryge 
371 2-003 

Enclosures - as noted 
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cc: Texas Pharmaceuticals, Inc. (letter only) 

Nicholas Bachynsky Certified Mail/RRR - 71 OB 4575 1 294 0281 951 1 

6090 N.W. 66* Street Via Overnight Courier 
Parkland. Florida 33067 

Woodle Roy Certified Mail/RRR - 7106 4575 1294 0281 9528 

6090 N.W. 66* Street Via Overnight Courier 
Parkland. Florida 33067 
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Shipment Tracking x 

FadEx has processed your shipment shown ztelow. U you have any question? a8out 
this shipment you can smsil us or ooniactyour customer service representative . 
Tracking Number 790400240100 
Reference Number 3712-001 
Ship Date 04/29/2002 
OdiveredTo Recept/Frnt desk 
Delivery Location FORT LAUDERDALE FL 
Delivery Date/Time 04/30/2002 08:56 
Signed For By M.VENTERA 
Service Type Priority Letter 



Scan Activity 

Delivered FORT LAUOEROAtE FL 
On FedEx vehicte f^e delivery FORT LAUDERDALE FL 
Left FedEic Ramp FORT LAUDERDALE FL 



0400^2002 
08:58 

04/30/2002 
08:17 



O4/3Q/2002 
07:24 

Arrived at FedEx Destination Location FORT LAUDERDALE 04/30/2002 



FL 

Arrived at FedEx Ramp FORT LAUDERDALE FL 
Uft FedEx Sort Fadltky FORT WORTH TX 
Arrived at Sort Facility FORT WORTH TX 
Uft FedEx Sort Fadlity FORT WORTH TX 
Arrived at FedEx Ramp SAN ANTONIO TX 
Left FedEx Ramp SAN ANTONIO JX 
Left FedEx Origin Location SAN ANTOPilO TX 
Picked up by FedEx SAN ANTONIO TX 



07:13 

06SM 

O4/30/20G2 
03:38 

04/30/2002 
02:19 

04/30/2002 
00:41 

O4/29/2Q02 
23:33 

04/29/2002 
22:39 

04/29/2002 
2t:31 

04y29«X>2 
18:18 
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Home I /KbQ4Jt FedEx ) Sefvtce Info | Qai£^ 

Select More Online Services 
» Track Shipments 




e Business Tools 



Manage Mv Account | 
Search 
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* EmaB Track 

' PedExlnSiflht 
> Custom Critlcat 

* Cargo Track 

» Fed Ex Ffflfflht 



Related Links 

> SIq nature Proof 

> Mv FedEx 

» FedEx Wir^l&as Solutfons 

* Fedgie Sidebar 

> Pri nt. Bind & Ship 



I Ship & 




Track Shipments 

Detailed Results ^ 

TfdCkHld Number 831696460515 
R^erence Number 3712-001 
Ship Date 04/20/2002 
Delfvered To Recipient 
Delivery Location POMPANO BEACH FL 
Delivery Datenririw 05/01/200212:59 
Signed For By 1694656 
Service Type PriorrtyPak 



Scan Activity 

Delivere<f POMPANO BEACH f L 

DfiUvered POMPANO BEACH FL 

On FedEx vehicle for defivery POMPANO 
BEACH FL 

Package Slalus POMPANO BEACH FL 

Package status POMPANO BEACH FL 

Package status POMPANO BEACH FL 

Package ^tu5 POMPANO BEACH FL 

Package status POMPANO BEACH FL 

Delivery attempi POMPANO BEACH FL 

On FedEx vehicle for delivery POMPANO 
BEACH FL 

Affiwftd at FedEx Destination Ij^cation 
POMPANO BEACH FL 

Arrived at Sort Facility FORT WORTH TX 
Lett FedEx Ramp SAN ANTONIO TX 



Dale/TInie 

05/01/2002 
l2:Sd 

O5/D1/2002 
12:59 

05/01/2002 
12:09 

05/01/2002 
11:48 
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04/30/2002 
07:54 

04/30/2002 
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04/29/2002 
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INVENTOR DECLARATION 



^ Attorney Docket No. 

<Rg^ 7B3 reot(o iiTosc>^ 



As a below named inventor, I hereby declare that: 

My residence, post office addrass and citizenship are 03 stated below next to nay name. 

I believe I am the original, first and sole inventor (if only one name is liated below) or an original, first and joint 
inventor (if plural names are listed below) of the subject matter which is claimed and for which a patent is sought 
on the invention entitled "Chemically Induced Intracellular Hyperthermia", the specification of which 



(check one) 



□ 



is attached hereto. 

was filed on as Application Serial No. or PCT international application No. [ 
and was amended on , _ . 



(i: appl:cabla) 



I hereby state that I have reviewed and understand the contents of the above identified specification, including the 
claims, as amended by any aTnendment referred to above. 

I acknowledge the duty to disclose information which is material to the examination of this application in 
accordance with Title 37, Code of Federal Regulationa, § 1.56(a). 

I hereby claim foreign priority benefits under Title 35| United States Code, § 119(a)-(d) or § 365Cb) of any foreign 
application(8) for patent or inventor's certificate, or § 365(a) of any PCT international application which designated 
a^. least one country other than the United States of America, listed below and have also identified below any 
foreign application for patent or inventor's certificate, or of any PCT international application having a filing date 
before that of the application on which priority is claimed: 



Prior Foreign Application(s) 



Priority Claimed 









P 


□ 


(Numb«r) 


(Couatjy) 


(Sa)'/MQstiv/Veftr Filed) 


Yes 
□ 


No 
□ 


(Numbar) 


(Ccuntty) 


Qay/MgntWYear Jilsd) 


Yes 
□ 


No 
□ 


Qlumber) 


(Country) 


(Daor/Moath/yearFilsd) 


Yes 


No 



I hereby claim the benefit under Title 35, United States Code § U9(e) of any United States provisional 
application(9) listed below: , 



(Application Serial No.) 



(Filing Date) 



(Application Serial No.) 



(FiimgData) 




application in the manner provided by the first paragraph of Title 36, U.S.C. §112, 1 acknowledge the duty to 
disclose material information as defined in Title 37, Code of Federal Regulationa §1. 56(a) which occurred between 
the filing date of the prior application and the na:ional or PCT intemotional filing date of this application. 



(Application Serial No.) 



(Application Serial No.) 



(Filing Date) 



(Filing Date) 



(Status) 

(patented, pending, abandoned) 

(Status) 
(patented, pending, abandoned) 



I hereby declare that all statements made herein of my own knowledge are true and that all statements made on 
information and belief arg believed to bo true; and further that these statements were made with the knowledge 
that willful falsa statements and the like so made are punishable by fine or imprisonment, or both, under 
Section 1001 of Title 18 01 the United States Code and that euch willful false statements may jeopardize the 
validity of the application or any patent issued thareon. 
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INVENTOR DECLARATION 



Attorney Docket No. . ^ ^ ^ 



As a below named inventor, I hereby declare that: 

My residence, peat offtco addrass and citizenship are oa stated below next to my name. 

I believo I am the original, first and sole inventor (if only one name 13 listed below) or an original, first and joint 
inventor (if plural names are listed below) of the subject matter which ia claimed and for which a patent \s sought 
on the invention entitled "Chemically Induced Intracellular Hyperthermia'', ths specification of which 

(check one) B ia attached hereto. 

□ was filed on as Application Serial No. or PCT international application No. [ 
and was amended on 

(ifappUcablo) 

I hereby state that I have reviewed and understand the contents of the above identified specification, including the 
claims, as amended by any amendment referred to above, 

I acknowledge the duty to disclose information which is material to the examination of this application in 
accordance vrith Title 37, Ctoda of Federal Regulations, § 1.56(a). 

I hereby claim foreign priority benefits under Title 35, United States Code. § 119(a)-(d) or § 365(b) of any foreign 
aopUcation(s) for patent or inventor's certificate, or § 365(a) of any PCT international application which designated 
a-, least one country other than the United States of America, listed below and have also identified below any 
foreign application for patent or inventor'a certificate, or of any PCT international application having a filing date 
before that of the application on which priority ia claimed: 



Prior Foreign Application(a) 



Priority Claimed 









□ 


□ 




(CounUy) . 


(Day/MoetivVear Tiled) 


Yes 


No 








□ 


□ 




(Ccuntiy) 


(Day/Mo»tWYear yiled) 


Yes 


No 








□ 


□ 


(Number) 




(Day/Moath/year Filed) 


Yes 


No 



I hereby claim the benefit under Title 35, United States Code § 119(e) of any United States pro\d5ioaal 
application(s) listed below: 



(Application Serial No.) 



(Filing Date) 



(Application Serial No.) (Filing Data) 

I hereby claim the benefit under Title 35, United States Code §120 of any United States application(a), or § S65(b) 
of any PCT international appHcation designating the United States of America, listed below and insofar as the 
subject matter of each of the claims of this appUcation is not disclosed in the prior U.S. or PCT mternattonal 
application in the manner provided by the first paragraph of Title 35, U.S.C. §112, 1 acknowledge the duty to 
discloBe material information as defined in Title 37, Code of Federal Regulationa §l.o6^a) which occurred between 
the filing date of the prior appHcation and the national or PCT international fding date of this appbcation. 



(Application Serial No.) 



(Filing Date) 



(Status) 
(patented, pending, abandoned) 



(Aoolication Serial No.) 



(Filing Date) 



(Status) 
(patented, pending, abandoned) 



I hereby declans that all statements made herein of my own knowledge are true and that all statements made on 
information and belief are believed to bo true; and further that these statements were made with the knowledge 
that willful falsa statements and the like so made are punishable by fine or imprisonment, or both, under 
Section 1001 of Title 18 of the United States Oide and that such willful false statements may jeopardize the 
validity of the application or any patent issued thereon. 
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ASSIGNMENT 



DATE: 



March 4, 1998 



ASSIGNOR : 



NICHOLAS BACHYNSKY 
701 W. 14th Street 
Texarkana, Texas 75501 



ASSIGNEE : 



TEXAS PHARMACEUTICALS, INC., a Texas corporation 
701 W. 14th Street 
Texarkana, Texas 75501 



In consideration of Ten Dollars ($10.00) cash in hand paid to me and other good 
and valuable consideration, the receipt and sufficiency of which is hereby 
acknowledged, I, NICHOLAS BACHYNSKY (hereinafter called "Assignor"), who have 
made an invention of a novel use and method of inducing intracellular hyperthermia 
and free radical flux through the Use of dinitrophenol and other mitochondrial 
uncoupling agents in the treatment of infectious and malignant disease, assign, sell, 
transfer and convey to TEXAS PHARMACEUTICALS, INC., a Texas corporation, 
whose address is 1314 Main Street, Texarkana, Bowie County, Texas 75501 
(hereinafter called " Assignee "), its successors and assigns. Assignor's entire right, 
title and interest in and to the following rights, interest, and property (hereinafter 
collectively called the " Rights "); 

1 . Assignor's invention of uses, methods and therapies of inducing intracellular 
hyperthermia and free radical flux through the use of dinitrophenol and other 
mitochondrial uncoupling agents in the treatment of infectious and malignant 
disease. Including without limitation Assignor's rights, powers, interests and 
title in and to the methods, uses and processes described in Schedule 1 
attached to this Assignment, (collectively, herein called the "Invention"). 

2. All applications for patent or likB protection on said Invention that have been 
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or may in the future be made by Assignor or Assignor's legal representatives, 
in any and all countries. 

3. All patents and like protection that have been or may in the future be granted 
on said Invention to Assignor or Assignor's legal representatives, in any and all 
countries of the world. 

4. All substitutions for and divisions, continuations, continuations-in-part, 
renewals, reissues, extensions and the like of said applications and patents and 
similar rights or grants, including, without limitation, those obtained or 
permissible under past, present and future law and statutes. 

5. All rights of action on account of past, present and future authorized or 
unauthorized use of said Invention and for infringement of said patents and like 
protection. 

6. The right of Assignee to file in his name disclosure documents, applications for 
patents and like protection for said Invention in any country and countries in 
the world. 

7. All international rights of priority associated with said Invention, disclosure 
filings, applications, patents and like protection. 

TO HAVE AND TO HOLD the Rights unto the Assignee, its successors and , 
assigns forever, and Assignor does hereby bind himself, his heirs, legal representatives 
and assigns, to forever WARRANT and DEFEND the title to the Rights unto the said 
Assignee, its successors and assigns, against any person whomsoever lawfully 
claiming, or to claim the same, or any part thereof. 

Assignor covenants and agrees that Assignor will cooperate with Assignee such 
that Assignee may enjoy to the fullest extent the benefit of this Assignment. Such 
cooperation shall include, but not limited to, all of the following: 

1. Assignor's prompt execution of all papers that are deemed necessary or 
desirable by Assignee to perfect the right, title and interest herein conveyed, and 

2. Assignor's prompt execution of ^11 petitions, oaths, specifications, declarations 
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or other papers that are deemed necessary or desirable by Assignee for filing and 
prosecuting patent applications, for filing and prosecuting substitute, division, 
continuing, or additional applications in the United States and/or all foreign countries, 
for filing and prosecuting applications for reissuance or reexamination of letters 
patent, and for interference proceedings involving and covering any of the Rights, and 
3. Assignor's prompt assistance and cooperation, including but not limited to 
execution of documents and testifying, in the prosecution of legal proceedings 
involving any of the Rights, including, but not limited to, patent prosecution, 
interference proceedings, infringement court actions, opposition proceedings, 
cancellation proceedings, priority contests, unfair competition court actions, trade 
secret court actions, public use proceedings, slander, license breach and royalty 
collection 'proceedings and other legal proceedings. 

Assignor warrants that Assignor has the right to make the assignment set forth 
herein and that no other person or entity has any rights of ownership or claim to the 
subject matter of this Assignment. This Assignment is binding upon Assignor, 
Assignor's heirs, administrators, executors, successors, trustees, devisees and assigns 
and inures to and for the benefit of Assignee, its successors and assigns. 

EXECUTED effective as of the date first above written and at the time and place 
indicated below opposite the signature: 




3 



STATE OF TEXAS § 

§ 

COUNTY OF Se%A/ e § 

BEFORE ME, the undersigned authority, on this day personally appeared 
NICHOLAS BACHYNSKY known to me to be the person whose name is subscribed 
to the foregoing instrument, and acknowledged to me that he executed the same for 
the purposes and consideration therein expressed. 



1998. 



GIVEN UNDER MY HAND AND SEAL OF OFFICE, this the .£^day of March, 

Notari^ Public Signature 
Notary l='rinted Name 

Commission Pvpimsr S"^" <^000 — 



IA«Ste AiVmaNIA OHLENBUSCH 
M^^*^ May 4. 2000 
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SCHEDULE 1 TO ASSIGNMENT 



INVENTION 



This invention provides a medical method for: (1 ) prevention of life threatening 
hypothermia; (2) enhancing magnetic resonance spectroscopy and positron emission 
tomographic metabolic imaging; and (3) treatment of resistant neoplastic and 
infectious disease by concurrentadministrationofdinitrophenol [or other mitochondrial 

thermoregulatory uncoupling agents, e.g., carbonylcyanide m-chorophenylhydrazone 
(CCCP), carbonylcyanide-p-trifluoromethoxy-phenylhydrazone (FCCP), recombinant 
brown fat type protein, or lipid proton ionophores] and respiratory oxygen, intravenous 
fluids, anti-platelet drugs, as needed cooling, and specific metabolic, activating 
cytokines [e.g., recombinant tumor necrosis factor (TNF), Interferons, etc.], hormones 
(e.g., glucagon), and other medications to control and focally enhance the 
mitochondrial uncoupling effects. 

The present invention avoids the use of labor intensive, complex hyperthermia 
equipment, including Invasive extracorporeal perfusion, with its associated thermal 
gradient toxicity problems to interposed normal tissues, inherent to all therapeutic 
methods of delivering heat from the outside-in. A new use(s)/method of generating 
intracellular oxygen derived free radicals, and heating from within the cell has been 
discovered for dinitrophenol {or other oxidative phosphorylation uncouplers) in 
prevention of cold injury, and treatment of free radical-thermosensitive parasites (e.g.,- 
Echinococcus), bacteria (e.g., Borrelia burgdorferi), lipid enveloped viruses (e.g., HIV), 
and neoplasia (e.g., gastric adenocarcinoma). It has further been discovered that 
cataracts, induced by dinitrophenol in the treatment of chronic obesity, can be 
prevented by concomitant administration of a variety of free radical scavenging 
agents, including tocopherol, ascorbic acid, and beta-carotene. 

Briefly, the present invention is a new use(s)/method of inducing Increased, 
Intracellular free radical flux and hyperthermia, including the procedure of administrat- 
ing dinitrophenol to patients in doses sufficient to denature and inactivate targeted 
biologic systems. Concurrent administration of tissue selective activating hormones, 
biologicals or drugs permits greater enhancement of the therapeutic index, while 
physiologic gain cooling, fluids, respiratory oxygen, and monitoring procedures permit 
safe therapeutic control. The figure on the attached page depicts an example 
use(s)/rTiethodology of this process in an algorithm. 



SCHEMATTZED MITOCHONDRIAL UNCOUPLING METHOD 
FOR DIAGNOSIS Q^^REATMENT OF INFECTIOUS AND '..^tCNANT DISEASE 



ORGANISM 
or 

MALIGNANCY 



PATIENT 



TREATMENT EVALUATION 



BIOLOGIC CRITERIA 

* Coofltnned Diagnosis by culcure. PCR, or 
hlscopachology ; specific serology. 

* Known Temperacurc and Ueaclng Time 
required for lnaccivacion» e.g., 
Treponema pallidum (syphllts)- 
4l,5*C Q I hour; Borrella burgdor- 
feri (Lyme Disease) I .5"C 6 1 hour; 
Echinococcus multllocularls (Kydacld . 
lnfescaclon.)-41*C Q 15 minutes; BIV , 
chronically infected (provlrus) cells 
(tissue culturc>-A2*C 6 10 hours, with 
recombinant TNF-a, A2*C @ 3 hours, 
Kaposi's sarcoma , HIV infection in the 
patlcnc-A2"C Q 2 hours/44*C Q 15 minutes. 

* Unknown Temperature and Heating Time 
required for inactivation of neoplasms, 

* or other infectious agents, determined 
by predictive -r assay of biopsy/culture; 
generally, treatment temperature/time 
will be decreased due to endogenous un- 
coupling also occurring In targeted 
biologic system (except viral). 



METHOD PROTOCOL 



CLINICAL CRITERIA • 

* History of cardiac, hepatic, pulmonary 
renal, CNS, malignant hyperthermia, or 
endocrine disease, i.e., exclusion of 
patients-congestive heart failure, severe 
dysrhythmias; alcoholic or other hepatitis 
with elevated bllirubin/enzyroes ; known 
cndocrlnopathles of brittle diabetes, 
pheochromocytoma, etc.; medications knotm 
to stimulate the physiologic response of 
hypermetabolic state and hyperthermia, e.g., 
vascular constrictors, anticholinergics, 
calcium channel blocker, etc. 

* Pulmonary, renal, hepatic function tests; 
chest X-ray; CBC with platelet count; Chem 
profile with Ca^*^, Mg++, PO4"; exerclse- 
multlgated cardiac radionucleotlde scan 
with resting ejection fraction of at least 
45Z, and no deterioration upon exercise- 

* Enhancing or scnsltl-zlng agents to increase 
therapeutic gain, i.e., use of ionizing 
radiation, chemotherapy, drugs, or biologic 
modifiers (synergistic or additive). 



I TREATMENT 1 



T 



T 



BASELINE & MONITORED 

Oxygen coasumpcion/lncreasc, precedes core ^ 
temperature increase by 4 minutes; prolonged- 
or high risk patient-additional monitoring of 
tissue oxygenation by gastric pH, NMR, PET or 
infrared spectroscopy, ear oximetry, blood gas. 



Dinitrophenol, dosage & schedule 
on "Biologic/Clinical Criteria"; 
IV (or IM-SC) test dose (Img/kg) 
by VO2 response-lml O2/sec-20 watts; 
common tV dosage, l-5mg/kg, q 1-A hr , 
PO 2X greater q 6-12 hr; BMR & heat * Corc temperature, esophageal, rectal, bladder 
dissipation modify dose/schedule. catheter thermistors - 



Other mitochondrial uncoupling 
agents, increased potency/more 
localized effect, e.g., FCCP, CCCP, 



Cardiac function, continous display of rhythm, 
rate, blood pressure and respiratory rate; 
Swan-Ganz catheter for high risk patient- 



1 

MANAGEMENT 

Oxygen (lOOZ) Q 4-6 liters/minute via 
nasal cannula/face mask. 

Heat control with evaporation preventing 
water absorbing blankets/plastic liners; 
cooling control-if needed with tepid H^C 
spray and/or fan evaporative loss; use c 
* P.O. propylthiouracil (PTU);. Decadron-I.' 

"* Intravenous fluids, i.e., .85Z Saline, 
D-Wi-jNS, supplemented with appropriate 
milliequivalents of K+, PO^", Mg"*^; flul 



perfluorooctane sulfonamide, SF- * R^nal output/function, maintain at least l-U3ol " = ^ «=<> compensate for evaporative and 



6847; long chain fatty acids 
brown fat "thermogln", etc. 



and 



kg /hour: observe 'for possible myoglobinuria »'^^"y l"""- ~tn"in BP. 



per 

and monitor fluid input/output. 



* Modula ting-controlling agents, ■ 
tissue specific mediators which 
modulate substrate turnover rates 
through Krebs cycle; glucagon, 
.5-lOmg/hr-IV; dopaminc(l-10 micro- 
grams/ kg/mln) ; insulin-dose based 
on blood glucose; dobutamlne (1-15 
micrograms/kg/mln) ; amrinone (5-7,5 serum creatinine 
micrograms/kg/mln); isoproterenol 
(.5-2 mlcrograms/roin) . 



□epa tic function tests, at target temperature; 
iosoenzyme fractionation if tumor lysis is a 
consideration. 



CNS agitation, anxiety, possible seizure pro- 
phylaxis. 

Blood chcmistry/elcccroly tcs-glucose , 



MEDICAL USES 




DIAGNOSIS - Enhancenenc 
of KMR, PET, 4 Near- 
Infrared Spectroscopy. 



THERAFir OF INFECTIOUS 

& HALICKAHT DISEASE 
(dosage/frequency of 
uncoupling agent vlll 
be detc mined by the 
specific agent created 
& use of modulating, 
enhancing, or other 
romblned th^r»r»v fir-..-^ 



Arrhythmia control, if needed-use of nor 
negative inotropic, or drugs that cannoc 
cause cardiac decompensation in hypermet 
bollc state e.g., lidocaine; avoidance c 
beta blockers and Ca"*^ channel blockers. 

Anxiety, possible seizure control with 
I.V. Valium, thiopental; avoidance of 
PO4', drugs with atropine like effects or majc 

anti-psychotic drugs. 

^Sensitivity Increased by enhanced oecabolic difference 
between diseased/nonoal tissues, i.e., 0,, glucose, fat 
acid, ATP, phosphocreacine & specific suBscrace consun 
ion; lactic acid, free radical production; early diagr 
& predictability of disease treatment paraneters/succ 



->-FARASITIC (See Illustrative Example) 



&1.5*C/I hr (or less)^^^^.^^^, ^p^rrrlf- burgdorferi) 
42*C/2 CO 8 hrs ( or less) ^VIRAL (HIV) 



Based on predictive biopsy and use of radl aclon , ^^pp,ji^g^^. 



ill; 




TIVE METHOD/ USE EXAMPLE-' 



1/ 



A 52 year old white Swiss male, hunting dog trainer, presented with right upper 
quadrant abdominal pain. History revealed past(24 month old) hepatic "cyst" surgery 
and treatment with albendazole (only 1 dose was given because of anaphylactic react- 
ion). He denied history of weight loss, pulmonary, cardiac or neurologic disease. 
Upon physical examination, he had a weight of 198 pounds (90 Kg), height of 5*11", 
blood pressure lAO/80, pulse-76 and regular, respirations 18/minute, and oral 
temperature of 37.3**C. Laboratory studies, including hepatic, renal, pulmonary and 
cardiac function tests were normal; complete blood count was unremarkable except 
for 20% eosinophilia. Ultrasound and nuclear" magnetic . resonance of the liver re- 
vealed 4 (2-3 cm. in diameter) cysts in the mid-right lobe; ELISA serology showed 
a diagnostic titer specific for Hydatid disease with Echinococcus multilocularis . 
The patient refused to entertain any additional surgery or albendazole therapy. 

After clinical assessment and treatment evaluation, i.e., Echinococcus multilocu- 
laris protoscoleces and germinal layers are destroyed at Al^'C/lS minutes, whereas 
liver-hepatocytes withstand temperatures of 42*C to AA^'C for known periods of 20 
hours and 15 minutes respectively, the patient was given 1 aspirin; 10 mg. diazepam 
by mouth; and, intravenous fluids of 0.85 normal saline containing 9 millimolar K^PO^ , 
7 milliequivalents of IT**, and 2cc of 50% saturated solution of Mg^SO, /liter , were 
infused at a rate of 12cc/kg/hr. Urine output was maintained at Icc/kg/hour or greater. 
Esophageal (optional), rectal and foley (16 gauge) tipped bladder catheter thermistors 
gave temperature readings every two minutes within 0.1**C. Cardiac rate, rhythm, blood 
pressure, and repiratory rate sensors were placed and continously displayed on a multi- 
chanttel monitor. Intravenous glucagon-2mg/hr was infused, with 1 rag given prior to DNP. 

The patient was covered with a water absorbing polyethelene lined blanket, and 
baseline respiratory gas flow/oxygen consumption (VO^) was determined using a 3 minute 
bag collection. Five minutes after intravenous adminxstration of 90 mg of dinitrophenol 
(2% DNP/5% NaHC03 at 1 mg/kg) , and determination that there was no untoward or idio- . 
syncratic reaction, an additional 90 mg of 2, A dinitrophenol (total of 180mg, 2mg/kg 
body weight) was infused. Monitored physiologic parameters are shown in the Table below. 
An additional VO^ rate was obtained five minutes after the second dose of DNP and the 
patient was thereafter placed on 100% O2 via nasal canula. Target core temperature was 
maintained by occasional exposure of a limb and/or decreasing the glucagon infusion rate 
to 0.25 mg/hour. After the patient was maintained at a core temperature of A1.3**C for 
20 minutes, the treatment was terminated by removing the blanket and permitting eva- 
porative and radiant heat loss to return the body temperature to a normothermic level. 

TABLE 

hoalcorcd CllaicaX D«ca On KiCoehoodrUl t7acoupXiag Usc/K«Cbo4 In lllusCMtlve Exiaple 
(Trcacecnc of HydacU dl<taa«-Cchlnococcus nmlctlocuUrls) 



Tlx 
(atnuc«s) 



Keaicatlon 
(cy?5 4 doie) 



lUip. Rdte-O, Con«uapcloa 
(brt«ch«/ata) * (nl/aln) 



.60 



-30 



10 

20 
AO 

GO 
120 



X.V. Fluids - .S5Z 
KS 6 0.8 L/hour 
CLucaiOft-lV Drip 
9 2ot/hour 

2,4-dlntcroph«nol-90£t 
IV in of iWjKCOj- 

[prtpAtcd by dlisolvlns 
2.3c» DSP(t)Z H.O} lo iZ 
NAHCOj-Klvlnc 2% solucLon) 

2 •4-dlaLcroph«aol-90ct 
IV In 4. Sol «C 3Z»aHC03 

Fluids lncrcu«d Co 
1.2 L/hour; acarc O2 



Clucafion -tV Drtp 
d«ereat«d to 0«5as/hr 

Clucafion dlacondnucd 

IV fluid dlseoriclnu«d 



290 



20 



26 
30 
30 

30 
24 



680 



Cardiac lUte 
Cbcacs/nln) 


Urine Oucpuc 
(cocal ml) 


Core Tesp. 

CC) 


Ochcr 
(rcsarkfl) 


78 




37.1 


Fluids e 10-12CC 
p«r .1c{/hour. 


78 


47 


37,1 


Hcpacle Krcbt CycLa 
sdvulaclon. 


88 


38 


37.4 


Govt red wleh poly- 
echyltnc blanfcac. 


. 92 
98 




37.8 
37.8 


Increased Oj con- 
suopclon precedes 
tcsp. slevaclon. 


UO 
120 


13 
18 


39.4 

40.3 


After V02decerBlotd 
1001 Oj 9 4 L/«ln 
via nasal cannula. 


138 


28 


41.4 


Lower «xcreBlc/ Is 
parclallr 


140 


30 


41,2 


ftlankec re»o*ved 


100 


98 


38.4 


All chcrnlstors 
rcooved 
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.'rademarks: 



1 . Name of conveying party(ies): 
Nicholas Bachynsky 


2. Name and address of receiving party(ies)^. , 
Name: Texas Pharmaceuticals. Inc. 


Additional name(s) of conveying party(ies) attached? 


Internal Address:.^ ^ 1 1 


□ Yes 13 No 


f?trP*.t Arfrfress! 701 W- 4* Street 




ri-tv. Texarkana 


t . •> 


State: TX Z5p- 75501 


3. Nature of Conveyance: 






H Assignment ^ Merger 






□ Security Agreement □ Change of Name 

□ Other ___ i 


Additional name(s) & address(es) attached? 




Execution Date: March 4. 1 998 


□ Yes ^ No 





4. Application number(s) or patent number(s): 60/094,286 

If this document is being filed together with a new application, the 

execution date of the application is: , — , 

A. Patent Application No.(s): I B. Patent No.(s) 

Additional numbers attached? □ Yes ^ No 



5. Name and address of party to whoni correspondence 
concerning docimient should be mailed: 

Mnme: David L- Fox 


6. Total number of applications and patents involved: 
1 


Tpt^mni ArlHrpQR- Fiilbriffht & JawoTski LLP 


7 Totnl f-- (^7 PFP 41 )• % 40.00 


ct^^*.t A/lrlrPCQ- 1301McKinnev 


13 Enclosed 
□ Authorized to be charged to deposit account 
8. Deposit account number: 


Suite 5100 


City- Houston 


Stater TX Zip- 77010-3095 




(Attach duplicate copy of this page if paying by deposit account) 



DO NOT USE THIS SPACE 



^* 7b and belief, the foregoing information is true and correct and any attached copy is a 

true copy of the original document ^ " ^ 

^ ^ " ' - 27 J^^y 2000 



David L. Fox 



Name of Person Signing 
(a/lt/BOOO HTKAIi 00000273 t0094EW 

FC:581 ^^§&lSumbcrJ 




Signature 



Date 



Mail document to be recorded with required cover sheet information to: 
Conmil&sioner of Patents & Trademarks, Box Assignments 
^ Washington, D.C. 20231 



of pages including cover sheet, attachments, and document. 
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I hereby certify that this correspondence is being deposited with the 
United States Postal Service as first class mail in an envelope 
addressed to BOX: ASSIGNMENT; Assistant Commissioner for 

Patents, Washington. D.C. 20231 on 17 July 2000 . 

J Colby S, Dcleado 

(J Signature /j * Date' 



IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

Applicant: § 

Nicholas Bachynsky § 

Woodie Roy § 

§ Atty. Docket: P01615US0/ 09805783 

§ 

§ Group Art Unit: Unknown 
§ 

§ Examiner: Unknown 
For: CHEMICALLY INDUCED INTRA- § 
CELLULAR HYPERTHERMIA § 



Serial No.: 60/094,286 
FUed: July 27, 1998 



Box: Assignment 

Assistant Commissioner for Patents 

Washington, D.C. 20231 

TRANSMITTAL LETTER 

Dear Sir: 

Enclosed for filing in the above-identified provisional application are the following: 

Assignment executed by Nicholas Bachynsky on March 4, 1998 and 
Recordation Form Coversheet; 

Assignmentexecutedby WoodieRoy on July21, 1998 and Recordation Form 
Coversheet; 

Check in the amount of $80.00; and 
• Return postcard. 

Please charge any additional fees and/or credits to the deposit account of Fulbright & 
Jaworski L.L.P. under account number 06-2375/09805783, fi:om which the undersigned is 
authorized to draw. A duplicate of this letter is enclosed for accounting purposes. 

Respectfully submitted. 



Date: 



©avid L. Fox, Ph.D. 
Reg. No. 40,612 




Fulbright & Jaworski L.L.P. 
1301 McKinney, Suite 5100 
Houston, Texas 77010-3095 
Phone: 713-651-8231 
Facsimile: 713-651-5246 




ASSIGNMENT 



DATE ; 



July 21, 1998 



ASSIGNOR: 



WOODIE ROY 

c/o 701 W. 14th Street 
Texarkana, Texas 75501 



ASSIGNEE; 



TEXAS PHARMACEUTICALS, INC 
701 W. 14th Street 
Texarkana, Texas 75501 



a Texas corporation 



In consideration of Ten Dollars ($10.00) cash in hand paid to 

me and other good and valuable consideration, the receipt and 

sufficiency of which is hereby acknowledged, I, WOODIE ROY 

(hereinafter called " Assignor ") , who have made an invention of a 

novel use and method of inducing intracellular hyperthermia and 

free radical flux through the use of dinitrophenol and other 

mitochondrial uncoupling agents in the treatment of infectious and 

malignant disease, assign, sell, transfer and convey to TEXAS 

PHARMACEUTICALS, INC., a Texas corporation, whose address is 1314 

Main Street, Texarkana, Bowie County, Texas 75501 (hereinafter 

called " Assignee ") , its successors and assigns. Assignor's entire 

right, title and interest in and to the following rights, interest, 

and property (hereinafter collectively called the "Rights") : 

1. Assignor's invention of uses, methods and therapies of 
inducing intracellular hyperthermia and free radical flux 
through the use of dinitrophenol and other mitochondrial 
uncoupling agents in the treatment of infectious and malignant 
disease, including without limitation Assignor's rights, 
powers, interests and title in and to the methods, uses and 
processes described in Schedule 1 attached to this Assignment, 
(collectively, herein called the " Invention ") . 
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2. All applications for patent or like protection on said 
Invention that have been or laay in the future be made by 
Assignor or Assignor's legal representatives, in any and all 
countries. 

3. All patents and like protection that have been or may in the 
future be granted on said Invention to Assignor or Assignor's 
legal representatives, in any and all countries of the world. 

4. All substitutions for and divisions, continuations, 
continuations-in-part, renewals, reissues, extensions and the 
like of said applications and patents and similar rights or 
grants, including, without limitation, those obtained or 
permissible under past, present and future law and statutes. 

5. All rights of action on account of past, present and future 
authorized or unauthorized use of said Invention and for 
infringement of said patents and like protection. 

6. The right of Assignee to file in his name disclosure 
documents, applications for patents and like protection for 
said Invention in any country and countries in the world- 

7. All international rights of priority associated with said 
Invention, disclosure filings, applications, patents and like 
protection. 

TO HAVE AND TO HOLD the Rights unto the Assignee, its 
successors and assigns forever, and Assignor does hereby bind 
himself, his heirs, legal representatives and assigns, to forever 
WARRANT and DEFEND the title to the Rights unto the said Assignee, 
its successors and assigns, against any person whomsoever lawfully 
claiming,, or to claim the same, or any part thereof. 

Assignor covenants and agrees that Assignor will cooperate 
with Assignee such that Assignee may enjoy to the fullest extent 
the benefit of this Assignment. Such cooperation shall include, 
but not limited to, all of the following: 

1. Assignor's prompt execution of all papers that are deemed 
necessary or desirable by Assignee to perfect the right, title and 
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interest herein conveyed^ and 

2. Assignor's prompt execution of all petitions, oaths, 
specifications, declarations or other papers that are deemed 
necessary or desirable by Assignee for filing and prosecuting 
patent applications, for filing and prosecuting substitute, 
division, continuing, or additional applications in the United 
States and/or all foreign countries, for filing and prosecuting 
applications for reissuance or reexamination of letters patent, and 
for interference proceedings involving and covering any of the 
Rights , and 

3. Assignor's prompt assistance and cooperation, including but 
not limited to execution of documents and testifying, in the 
prosecution of legal proceedings involving any of the Rights, 
including, but not limited to, patent prosecution, interference 
proceedings, infringement court actions, opposition proceedings, 
cancellation proceedings, priority contests, unfair competition 
court actions, trade secret court actions, public use proceedings, 
slander, license breach and royalty collection proceedings and 
other legal proceedings. 

Assignor warrants that Assignor has the right to make the 
assignment set forth herein and that no other person or entity has 
any rights of ownership or claim to the subject matter of this 
Assignment as of the date of this Assignment. This Assignment is 
binding upon Assignor, Assignor's heirs, administrators, executors, 
successors, trustees, devisees and assigns and inures to and for 
the benefit of Assignee, its successors and assigns. 
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EXECUTED effective as of the date first above written and at 
the time and place indicated below opposite the signature: 




STATE OF TEXAS 
COUNTY OF 



s 
s 
§ 



BEFORE ME, the undersigned authority, on this day personally 
appeared WOODIE ROY known to me to be the person whose name is 
subscribed to the foregoing instrument, and acknowledged to me that 
she executed the same for the purposes and consideration therein 
expressed. 

UNDER MY HAND AND SEAL OF OFFICE, this the day 
of WlXt/l- , 1998. 




PATWOAIi REYNOLDS 
• NOWWPWJC 
SrXTEOFTEXAS 



Notary Public Signatui/e 

Notary Printed Name 7 
Commission Expires:. 



SCHEDULg 1 TO ASS^nNMF^]T 



INVENTION 

This Invention provides a medical method for; (1 ) prevention of life threatening 
hypothermia; (2) enhancing magnetic resonance spectroscopy and positron emission 
tomographic metabolic imaging; and (3) treatment of resistant neoplastic and 
infectious disease by concurrent administration of dinitrophenol [or other mitochondrial 
)Ii^''<^m''^^"'^^°'^ uncoupling agents, e.g.. carbonylcyanide m-chorophenylhydrazone 
(CCCP), carbonylcyanide-p-trifluoromethoxy-phenylhydrazone (FCCP), recombinant 
brown fat type protein, or lipid proton ionophores] and respiratory oxygen, intravenous 
fluids, anti-platelet drugs, as needed cooling, and specific metabolic, activating 
cytokines [e.g., recombinant tumor necrosis factor (TNF). interferons, etc.], hormones 
(e.g., glucagon), and other medications to control and focally enhance the 
mitochondrial uncoupling effects. 

The present invention avoids the use of labor intensive, complex hyperthermia 
equipment, including invasive extracorporeal perfusion, with its associated thermal 
gradient toxicity problems to interposed normal tissues, inherent to all therapeutic 
methods of delivering heat from the outside-in. A new use{s)/method of generating 
intracellular oxygen derived free radicals, and heating from within the cell has been 
discovered for dinitrophenol (or other oxidative phosphorylation uncouplers) in 
prevention of cold injury, and treatment of free radical-thermosensitive parasites (e.g./ 
Echinococcus), bacteria (e.g., Borrelia burgdorferi), lipid enveloped viruses (e.g., HIV), 
and neoplasia (e.g., gastric adenocarcinoma). It has further been discovered that 
cataracts, induced by dinitrophenol in the treatment of chronic obesity, can be 
prevented by concomitant administration of a variety of free radical scavenging 
agents, including tocopherol, ascorbic acid, and beta-carotene. 

Briefly, the present invention is a new use(s)/method of Inducing increased, 
intracellular free radical flux and hyperthermia, including the procedure of administrat- 
ing dinitrophenol to patients in doses sufficient to denature and inactivate targeted 
biologic systems. Concurrent administration of tissue selective activating hormones, 
biologicals or drugs permits greater enhancement of the therapeutic index, while 
physiologic gain cooling, fluids, respiratory oxygen, and monitoring procedures permit 
safe therapeutic control. The figure on the attached page depicts an example 
use(s)/methodology of this process in an algorithm. 



FOR nXArMrS^Q^S^^'^i^^ MITOCHONDRIAL UNCOUPV-NG METHOD 
FOR DlAGNOSIU-i^R TREATMENT OF INFECTIOUS . .J^LIGNANT DISEASE 




ORGANISM 
or 

MALIGNANCY 



PATIENT 



TREATMENT EVALUATION 



BIOLOGIC CRITERX.V 

* Cooflrmed Diagnosis by culcure, PCS, or 
hiscopachology; specific serology. 

* Knovn Temperacure and Heacing Time 
required for inacdvaclon, e.gi, 
Treponema pallidum (syphilis)- 
4l.5*C '5 I hour; Borrelta burgdor- 
feri (Lyme Dtsease}-Al.5*C ^ 1 houV; 
Echlnococcus mulcilocularls (Hydatid 
infescacioa)-4l*C Q 15 minuces; HIV, 
chronically infecced (provirus) cells 
(tissue culcure)-42*C g 10 hours, wich 
recombinanc TNF-a, 4 2*C 0 3 hours. 
Kaposi's sarcoma . HIV jpCecclon in che 
?acienc-A2*C @ 2 hours/44*c a 15 mlnuces, 

* Uafcnovn Temperature and cleaziog Tiae 
required for inaccivac tor. of neoplasms, 
or ocher infeccious agencs, decerair.ed 
by predictive - assay of biopsy /culture; 
generally, creacaent ceoperacure/clme 
vill be decreased due to endogenous un- 
coupling also occurring in targeted 
biologic system (except viral). 



CLINICAL CRITERIA ■ 
* aiscory of cardiac, hepactc, pulmonary 
renal, CNS, malignant hyperthermia, or 
endocrine disease, i.e.. exclusion of 
paciencs-congescive hearc failure, severe 
dysrhythmias; alcoholic or other hepatitis 
with elevated bilirubtn/enzyiaes ; known 
endocrinopathies of brittle diabetes, 
pheochrcmocytoma, etc.; medications Icnovn 
to stimulate the physiologic response of 
hype rmet Abo lie state and hypertherala, e.g., 
vascular constrictors, anticholinergics, 
calcium channel blocker, etc. 

* Pulmonary, renal, hepatic function tests; 
chest X-ray; CSC vith platelet count; Chem 
profile with Ca^, Mg"^. PO^-; ^ercise- 
multigated cardiac radionucleotlde scan 
vlth resting ejection fraction of at least 
45*, and no deterioration upon exercise. 

* Eohanciog or seoslclzing agents to increase 
therapeutic gain, i.e., use of ioniiing 
radiation, chemotherapy, drugs, or biologic 
modifiers (synergistic or addttive). 



METHOD PROTOCOL 



I TR£ATK6?T") 



T r 

BASELINE & MONITORED 



Oinitropbeoo 



1 

MANAGEMENT 




Other mlcocboad rial uncoupliag * Cardiac fuactloo, continous display of rhythm 
agents, increased potency/more rate, blood pressure and respiratory rate; 

localized effect, e.g., FCCP, CCC?, Swan-Canz catheter for high risk patient.' 

n« T* '1 tin rnn^ r a A ei > 1 # J . 



ing control-if needed vith tepid , 
spray and/or fan evaporative loss; use 
P.O. propylthiouracil (?TU)> Decadron-: 

* Intravenous fluids, i.e., .851 Saline, 
D.Wi-iNS, supplemented with approprlac 
miUiequlvalents of JC*". PO.", Mg"*^; £h 



perfluorooctane sulfonamide, SF- * ^ , -*--.^eH»i'*i.ent5 ot i^- . ru «g— ; £i. 

6347; long chain fatty acids, and output/f unction, naintain at least 1-1. 5al '^^^ coapcnsate for evaporative and 

bro---n fat "thermogln", etc. * *<S /hour; observe for possible myoglobinuria ""iaary losses, maintain 3?. 

^nd monitor fluid Input/output. 



Modulating-coocrolling agents, 
tissue specific mediators which 
modulate substrate turnoverrates 
through Krebs cycle; glucagon, m rv<, t , 
.5-lOag/hr-IV; dopamine(l-lO micro- ^5 ^Sicatioo, anxiety, possible seizure pro 
graas/kg/nin); insulin-dose based P^^^^^^is. 

on blood glucose; dobutaminc(I-l5 * Blood chcmistry/elcccroly tcs-glucose 
micrograms/kg/min); amrinone (5-7,5 serum creatinine, 
microsrams/kg/min); isoproterenol 
(.5-2 aicrograms/min) . 



nepatic function tests, at target temperature; 
iosoenzymc fractionation if tumor lysis is a 
consideration. 



PO4 



* Anrhythmia control , if needed-use of n 
negative inotropic, or drugs that cann 
cause cardiac deconpensacion in hyperm 
bolic state e.g.. lidocaiae; avoidance 
beta blockers and Ca++ channel blocker 

* Anxiety, possible seizure control with 
I-V. Valium, thiopental; avoidance of 
drugs with atropine like effects or ma. 
anti-psychotic drugs. 



DIACKOSXS - Enhance Qcnc 
of JJKR, PET. & Near- 
Infrared Spectroscopy. 



MEDICAL USES 



theratt of iwfectioos 
& kaliqulkt disease 
(dosJs«/fr«qu«ncy of 
uncoupllnt agent wHl 
b« deccniloed by che 
specific agent created 
& use of Modulating, 
enhaoclag, or ocher 
covblocd cherapy drufs. 



-^-Sensitivity increased by enhanced metabolic dlfferea 
between diseased /normal tissues, i.e., 0,, glucose, f; 
acid, AT?, phosphocreaciae & specific suoscrace consi 
ion; lactic acid, free radical production; early dia, 
& predictability of disease treacaenc paraaiecers/su< 



>-PAZASmC (See Illustrative Example) 

&l.5*C/l hr Cor less) 

3^8ACTEllAL(3orcella burgdorferi) 



A2*C/2 CO 8 hrs (or leas) 



-VlBAl. (HIV) 



Based on predictive biopsy and use of ra dlaelan. ^ 
chcMCheraov or blolexic response modifiers a^^traoriASTlC 



A 52 year old whice 



M 



male, hunting dog trainer, presS^^d with right upper 




quadrant abdominal pain. History revealed past(24 month old) hepatic "cyst" sureerv 
and treatment with albendazole (only 1 dose was given because of anaphylactic react- 
ion). He denied history of weight loss, pulmonary, cardiac or neurologic disease 
Upon physical examination, he had a weight of 198 pounds (90 Kg), height of S'U" 
blood pressure 140/80, pulse-76 and regular, respirations 18/minute, and oral 
temperature of 37.3"C. Laboratory studies, including hepatic, renal, pulmonary and 
cardiac function tests were normal; complete blood count was unremarkable except 
for 2GZ eosinophilia. Ultrasound and nuclear magnetic, resonance of the liver re- 
vealed A (2-3 cm. in diameter) cysts in the mid-right lobe; ELISA serology showed 
a diagnostic titer specific for Hydatid disease with Echinococcus multilocularis 
The patient refused to entertain any additional surgery or albendazole therapy. 

After clinical assessment and treatment evaluation, i.e., Echinococcus multilocu- 
laris protoscolecas and germinal layers are destroyed at Arc/15 minutes, whereas 
liver-hepatocytes withstand temperatures of A2'C to 44*^0 for known periods of 20 
hours and 15 minutes respectively, the patient was given 1 aspirin; 10 mg. diazepam 
by mouth; and, intravenous fluids of 0.85 normal saline containing 9 millimolar 
7 milliequivalents of K+, and 2cc of 50Z saturated solution of Mg^SO, /liter , were^ ^' 
infused at a rate of 12cc/kg/hr. Urine output was maintained at Icc/kg/hour or greater 
Esophageal (optional), rectal and foley (16 gauge) tipped bladder catheter thermistors 
gave temperature readings every two minutes within O.rc. Cardiac rate, rhythm, blood 
pressure, and repiratory rate sensors were placed and continously displayed on a multi- 
channel monitor. Intravenous glucagon-2mg/hr was infused, with 1 rag given prior to DNP. 

The patient was covered with a water absorbing polyethelene lined blanket, and 
baseline respiratory gas flow/oxygen consumption (VO^) was determined using a 3 minute 
bag collection. Five minutes after intravenous adminxs tration of 90 mg of dinitrophenol 
(2% DNP/5Z NaHC03 at 1 mg/kg) , and determination that there was no untoward or idio- 
syncratic reaction, an additional 90 mg of 2,4 dinitrophenol (total of 180mg, 2mg/kg 
body weight) was. infused. Monitored physiologic parameters are shown in the Table below. 
An additional VO^ rate was obtained five minutes after the second dose of DNP and the 
patient was thereafter placed on 100% 0 via nasal canula. Target core temperature was 
maintained by occasional exposure of a limb and/or decreasing the glucagon infusion rate 
to 0.25 mg/hour. After the patient was maintained at a core temperature of 4L,3''C for 
20 minutes,, the treacaent vas terminated by removing the blanket and permittino^ eva- 
porative and radiant heat loss to return the body temperature to a normothermic level. 

TABLE 



)«oolcort4l CLlalcal 0«e« Oo HIcochoa4rLaI Oncouplliix O»c/K«cho<f Xa Illujtr*clv€ Cujiplc 
(TrtaCMoc of Kydacld d Lst Jia-Cchlno«oecus aulellaculjris) 



KcdlcaClon 



-30 



to 



20 



60 



t.v. rui<fi - .9): 

XS I 0.3 L/hour 
Ctueitofi-iv 3rtp 
I 23 (/hour 

tV la i.iml 9* iZ:lAACZy 
(pr«?«rci ilf«o>*sx 
2.3C« 35? C 1)1 X.O) la 5: 

2.4-4tatcro;h«sal-90e5 
IV m (.SeJ. of SX.'TaKCO] 

Fluid* Increased co 
1.2 L/hour; start 



Clwcsfioo -*Y 3rtp 
d«crcJit4 to 0.9«t/hr 

Cluc»son dl*eonelau«d 

tV ;iuli d*sc3ncl3u«i 



20 



20 



24 



30 

30 
30 

30 
24 



330 



630 



CardUc Lit« 
Otati/ala) 


Urloc Oucpuc 
(estal mi) 


Core Tcap. 

Cc) 


Other 


7S 




37.1 


r.ulds 9 lO-t2ee 








per Vs/hour. 


75 




37.1 


Xepetle Krcbt CjcLe 








sclMlaeloa. 


58 


33 


37.4 


Covered vlch pol/- 








ethylene btsa*«e:. 


. 92 




37.8 


laereesed coa- 








suQpcloa precede. 








Ce«p. olevatloa. 


9S 




37.8 




110 


15 


39.6 


After V02<I<C«ral3ed 








tCO: 0} 9 4 t/alA 


i:o 


IS 


to. 3 


vts aesal esnoula. 


t3d 


IS 


41.4 


Lower oxcrealtr t* 








p«rtl«llr ««?o««d. 


UO 


30 


41.2 


9tinkce re»oVed 


100 


93 


38.4 


All cheralators 








rcsoved 



I.e., protocol cvjluaclon, aonleorLng, acdlexc tons/dosace* t 



J^/ Virtue Ions oi ch€ above us«/aechod, . ^ ^, 

clao « ccap«r»cure of alcochondrtal uncoupling^ will be nce«sslC4Ctd by cLlnlcil'iAd cifJE«Ced" 
biologic s/sc«a cr«aea<nc factors. Such varlaclons for ereacacnc of ochcr paraslclc (•.». Halarta). 
baecerlal Lyo«, Hansons disease), viral (c.fi.. MIV) and neoplastic disease will occur co 

Chose skilled In th« art of aedtcloe, and will be aorc fully described the patent application. 
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